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AGENCY: Food and Drug Administration, HHS. 

ACTION: Final rule. 

SUMMARY: The Food and Drug Administration (FDA) is issuing a final rule in 

the form of a final monograph establishing conditions under which ‘over-the- 

counter [OTC) skin protectant drug products are generally recognized as safe 

and effective and not misbranded as part of the ongoing review of OTC drug 

products conducted by FDA. The final monograph includes OTC skin 

protectant drug products for minor cuts, scrapes, burns, chapped skin and lips, 

poison ivy, poison oak, poison sumac, and insect bites. FDA is issuing this 

final rule after considering public comments on the agency’s proposed 

regulation, which was issued in the form of a t.entative final monograph, and 

all new data and information on skin protectant drug products for these 

specific uses that have come to the agency’s attention. This final rule amends 

the regulation that lists nonmonograph active ingredients by adding those OTC 

skin protectant ingredients that have been found to be not generally recognized 

as safe and effective, This final rule also lifts the stay of 21 CFR’+rt’%Z 

(published at 66 FR 67485; December 31, ZOOi) to amend the final monograph 
cd9580 
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for OTC sunscreen drug products to include sunscreen-skin protectant 

combination drug products, and then stays § 347.20(d) (21 CFR 347.20(d)) and 

part 352 until further notice in th,e Federal Register. 

DATES: Effective Date: This rule is effective [insert date 12 months after date 

of publication in the Federal Register]. 

Compliance Dates: The compliance date for products subject to parts 310 

and 347 (21 CFR parts 310 and 347) with annual sales less than $25,000 is 

[insert date 24 months after date of publication in the Federal Register]. The 

compliance date for all other products subject to parts 320 and 347 is [insert 

date 12 months after date of publication in the Federal Register]. The 

compliance date for combination products containing skin protectant and 

sunscreen active ingredients in § 347.20(d) and for all products subject to part 

352 is stayed until further notice. 

Y 

Comment Date: Submit written or electronic comments on specific 

labeling items discussed in section X of the SUPPLEWNTARY INFORMATION 

section of this document by [insert date 90 days after date of publkatioti in 

the Federal Register]. 

ADDRESSES: Submit written comments to the Dockets Management Branch 

(HFA-305), Food and Drug Administration, 563.0 Fishers Lane, rm. 1061, 

Rockville, MD 20852. Submit electronic comments to http:lfwvvw.fda.gov/ 

dockets/ecomments. 

FOR FURTHER INFORMATION CONTACT: Gerald M. Racha,now, Center for Drug 

Evaluation and Research (HFD-560), Food and Drug Administration, 5600 

Fishers Lane, Rockville, MD 20857, 301-827-2222. 

SUPPLEMENTARY INFORMATIQN: 
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I. Background 

In the Federal Register of August 4, 1978 (43 FR 34628), FDA published 

an advance notice of proposed rulemaking to establish a monograph for OTC 

skin protectant drug products, together with the recommendations of the 

Advisory Review Panel on OTC Topical Analgesic, Antirheumatic, Otic, Burn, 

and Sunburn Prevention and Treatment Drug Products (the Panel), which was 

the advisory review panel responsible for evaluating data on the active 

ingredients in this drug class (§ 330.10(a)(6) (21 CFR 330.10(a)(6))). 

In the Federal Register of February 15,1983 (48 FR 6820), FDA published 

the proposed regulation for OTC skin protectant drug products in the form of 

a tentative final monograph (TFM). In the Federal Register of October 3, 1989 

(54 FR 408081, the agency published a document to amend the TPM to include 

OTC drug products for poison ivy, oak, and sumac and for the treatment and/ 

or neutralization of insect bites. This:final rule completes the T.??Ms published 

, on February 15,1983, and October 3,1989, amends the final monograph for 

OTC skin protectant drug products used as astringents in part 347 published 

on October 21, 1993 (58 FR 54458), and incorporates the name change (“witch 

hazel”) published in the Federal Register of June 3,1994 (59 FR 28767). 

In the Federal Register of May lo,1993 (58 FR 27636), the agency issued 

a final rule establishing that certain active ingredients, including some skin 

protectant active ingredients, in OTC drug products are not generally 

recognized as safe and effective o.r are misbranded. T,hepe,,skin~protectant 

ingredients are listed in 5 310.545(a)(18). This final rule adds several 

ingredients to that section. 

On or after 12 months after date of publication in the FederalRegister, 

and 24 months after date of publication in the Federal-gegister, for products 
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with annual sales less than $25,000, except combination products containing 

skin protectant and sunscreen active ingredients, and for combination products 

containing skin protectant and sunscreen active ingredients, no OTC drug 

product that is subject to this final. rule and that contains a, nonxnon,ograph 

condition may be initially introduced or initially delivered for introduction 

into interstate commerce unless i,t is the subject of an approved new drug* 

application or abbreviated new drug application. Further, any OTC drug 

product subject to this final rule that is repackaged or relabeled after the 

effective dates of the final rule must be in compliance with the monographs 

regardless of the date the product was initially introduced or initially delivered 

for introduction into interstate commerce. Manufacturers are encouraged to 

comply voluntarily as soon as possible. 

All “OTC Volumes” cited throughout this document-refer to informatipn 

on public display in the Dockets Management Branch [see ADDRESSES). 

II. The Agency’s Conclusions on the Comments 

(Comment 1) One comment stated its continuing position that OTC drug 

monographs are interpretive, as opposed to substantive, regulations. 

The agency addressed this issue and reaffirms its concl,usi,ons stated in 

paragraphs 85 through 91 of the preamble to the procedures for classification 

of OTC drug products (37 FR 9464 at 9471 to 9472, May 11,1972); in paragraph 

3 of the preamble to the TFM for OTC antacid drug products (38 FR 31260, 

November 12,1973); and in paragraph 1 of section I of the preamble to the 

TFM in the present proceeding (48 FR 6820 at 6821). 

(Comment 2) One comment requested that the definition of “skin 

protectant” be reworded to add a primary effect of skin protectants, i.e., 

temporary relief of the effects of harmful or annoying stimuli and to include 
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the word “product”. The agency agrees and is revising the definition of “skin _ . j ._ 

protectant” in § 347.3(d). 

(Comment 3) Four comments opposed the agency’s “exclusivity policy,” 

which limits the indications used in OTC drug product labeling to the “specific 

words and phrases” approved by FDA in a’ final OTC drug monograph. 

After these comments were submitted, the agency published a final rule 

in the Federal Register of May 1, 1986 (51 FR 16258) changing its labeling 

policy (5 330.1(c)(Z) (21 CFR 330,1(c)(Z))) f or stating the indications for use of 

OTC drug products. That policy was revised and discussed in the Federal 

Register of March 17,1999 (64 FR 13254 at 13270 to 13271, and 13294). The 

final rule in this document is subject to that new labeling policy. 

(Comment 4) Three comments disagreed with the agency’s position of 

prohibiting cosmetic claims from appearing in any portion of the labeling that 

is required by an OTC drug monograph and the agency’s view that this type 

of labeling could be misleading (see 48 FR 6820 at 6823). One comment noted 

its support for the distinction made by the agency between “drug” and 

“cosmetic” claims for the same ingredient. Two comments cited current agency 

regulations in § 791.3(d) (21 CFR’701,3(d)) regarding the combined label 

declarations of active drug ingredients and cosmetic ingredients and requested 

that cosmetic indications be allowed to be stated in a manner ,hat is not,, f&e 

or misleading, without regard to their position on the label. 

The agency has revised its labeling requirements for OTC drug products ,,” ..~ ,.^, . . . 

by adding § 201.66 (21 CFR 201.66) and amending 5 761.3(d) since stating its 

position on drug-cosmetic labeling in the TFM. Section’ 791.3(d) now requires 

separate listing of the active drug ingredients and the cosmetic ingredients 

where a cosmetic product is also,an OTC d~rug product. FDA does not review 
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and approve cosmetic terminology in OTC drug monographs. Under the new 

OTC drug product labeling format in § 201.66, the “Drug Facts” area of a 

product’s labeling only contains the indication(s) for the drug part of the 

product. Thus, manufacturers are not aJlo.wed to, commingle drug and cosmetic 

claims within this specific area of the labeling. However, there are no specific 

restrictions on commingled information outside of the “Drug Facts” area of 

a product’s labeling. The agency’s position is that if commingled drug and 

cosmetic labeling information is confusing or misleading, the product’s 

labeling may be misleading within the meaning of the Federal Food, Drug, and 

Cosmetic Act (the act) and the product misbranded under sections 502(a) or 

602(a) of the act (21 U.S.C. 352(a) or 362(a)). The agency will review the 

labeling of affected products on a case-by-case basis. 

(Comment 5) Several comments suggested that limiting the statement of 

identity to one term (“skin protectant”) is too restrictive, requested other 

equally descriptive appropriate terms, and asked for distinct statemeWnts of 

identity for each indication proposed in the monograph, e.g., “minor cut 

protectant.” 

The agency does not find it ,necessary to have distinct statements of 

identity for each use of a skin protectant drug product. The statement of 

identity is intended to provide information on t-he “general pharmacological 

category(ies) of the drug or the principal intended action(s) of the drug” (see 

§ 201.61(b) (21 CFR 201.62(b))). This position is consistent with the statement 

of identity,proposed by the agency as “external analgesic” for all drug products 

that provide relief of pain and itching caused by a number of conditions (48 

FR 5852 at 5868, February 8,1983) and as “analgesic (pain reliever)” for all 



7 

drug products that relieve pain due to various conditions (53 FR 46204 at 

46211, November 16,1988). 

The agency concurs with one comment’s suggestion of adding the dosage 

form to the statement of identity, i.e., “skin protect~ant (dosage form).” The 

United States Pharmacopeia (USP) lists a number of dosage forms that might 

be used for OTC topical drug products (Ref. 1). From a marketplace survey 

(Refs. 2, 3, and 4), the agency finds that the most widely used dosage forms 

for OTC skin protectant drug products are lotions, creams, ointments, and gels. 

The examples of dosage forms listed in the statement of identity in § 347.50(a) 

of this final monograph are not all inclusive ‘and depend on pro’ducts’ historical 

marketing as skin protectants. 

(Comment 6) One comment questioned the agency’s statement that the 

term “soothes” is a cosmetic claim in the context of skin protectant products 

(48 FR 6820 at 6828). 

The agency considers claims such as “temporarily protects” and “helps 

relieve” to be more informative than “soothes” in conveying to consumers that 

a drug product provides therapeutic action. The term “soothes” may appear 

elsewhere in the product’s labeling. 

(Comment 7) Several comments contended that the indications proposed 

were too restrictive and omitted indications recommended by the Panel. The 

comments suggested additional labeling claims. 

The agency agrees with some of the comments’ suggestions for the 

indications in § 347..%(b)(~). While the agency wishes to emphasize the 

“protectant” function of these ingredients, they may also help provide some 

relief for chapped or cracked skin and lips. Therefore, the agency is allowing 

manufacturers to add, at their option, the words “and helps relieve” after the 
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word “protects” in the indications in § 349.50(6)fij.’ The agency also agrees 

that the words “cold” and “wind” are informative to Consumers, and possibly 

easier to understand than the word “windburned.” Aqzordingly, the agency 

has made this revision in an optional labeling statement. 

The agency considers other suggested claims to be better represented in 

the agency’s proposed indications. 

The agency is deleting “sunburn” from the indication proposed in 

§ 347.50(b)(1) b ecause the agency has reexamined the data and determined that 

they do not support a “protection of sunburn” claim for these ingredients. The 

“sunburn” claim proposed in the TFM originated from the Panel when it 

recommended the use of “skin protectant active ingredients for symptoms of 

dryness: ‘For symptoms of chapping, peeling or scaling’ (optional, any or all 

of the following) ‘due to minor burns, sunburn,‘windburn, scrapes, abrasions, 

or cracked lips”’ (see 43 FR 3462‘8 at 34648). The Panel also recommended 

that the ingredients allantoin, cocoa butter, dimethicone, glycerin, petrdattim,~ 

and shark liver oil be included in the ‘monograph as active ingredients for 

symptoms of dryness. Of these ingredients, petrolatum was the only one that 

the Panel discussed effectiveness for sunburn (43 FR 34628 at 34639). The 

Panel stated that “the’use of petrolatum as an emollient has been well accepted 

for dry skin conditions, especially with flaking skin such as sunburn, and for dry skin conditions, especially with flaking skin such as sunburn, and 

chapping” (43 FR 34628 at 34639). chapping” (43 FR 34628 at 34639). 

The Panel’s claim was revised in the TFM to a shortened (‘drug” claim The Panel’s claim was revised in the TFM to a shortened (‘drug” claim 

that stated: “For the temporary protection of minor cuts, scrapes, burns, and 

sunburn” (see 48 FR 6820 at 6832). The agency did not include peeling or 

scaling claims in the TFM (48 FR 6820 at 6828). The Panel’s reference to 

symptoms of dryness was not included in the TFM because the agency 



considers the use of skin protectants for dryness to be a cosmetic claim, The 

agency has now determined that it should not have included the “sunburn” 

claim in the TFM because the only context in which the Panel d&ussed it 

was cosmetic in nature. 

., 

The agency is also concerned that skin protectants may inappropriately 

be used for “sunburn” because the data indicate,that it is not desirabje tp apply 

a skin protectant to sunburn that has just occurred. As the Panel noted, when 

petrolatum is applied to sunburn, evaporation is curtailed (43 FR 346.28 at 

34639). The agency is concerned that application of skin protectants, such as 

petrolatum and the other igredients for which the Panel recommended a 

dryness claim for sunburn, to sunburn that has just occurred would occlude 

the area and prevent evaporation from occurring or significantly~reduce 

evaporation. Thus, there are no data in the administrative record for this 

rulemaking to support a “protection of sunburn” claim for these ingredients. 

The agency would consider including such a claim for these ingredients, 

however, if adequate supporting data are provided. 

The agency has determined that insufficient data were submitted to 

include the words “to allow healing to begin” and to include uses for heat 

rash, burning feet, and foot discomfort in § 347.50(b)(3). The agency concludes 

that the expanded “uses” section in this final monograph provides 

manufacturers an adequate number of options for labeling OTC skin protectant 
.I 

drug products. 

(Comment 8) One comment mentioned that no wound healing claim or 

Category I labeling was provided for three skin protectant ingredients: 

Allantoin, live yeast cell derivative (LYCD), and zinc acetate. 
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The Panel classified these ingredients as Category III skin protectants” for 

wound-healing based on the lack of effecti.~,e,~ess~“~ata (43 FR 34628 at 34644 

through 34647). Insufficient deata, were submitte.d. for ,&YCD (see section II. 

comment 25 of this document) and no additional dat.a were, submitted for 

allantoin or zinc acetate to support a “wound healing” use. 

(Comment 9) One comment requested that compound benzoin tincture be 

included as a Category I topical skin protectant. The comment.mentioned the 

conclusion of the Advisory Review Panel on OTC Cold, Cough, Allergy, 

Bronchodilator, and Antiasthmatic Drug Products (Cough-Cold Panel) that 

compound benzoin tincture was safe fo,r use in boiling water as a steam 

inhalant for expectorant purposes (41 FR 38312 at 38360, September 9, 1976). 

The comment also cited the recornrnelldation.~~t41e Advisory Review Panel 

on OTC Dentifrice and Dental Care Drug Products (Dental Panel) that 

compound benzoin tincture was safe and effective for use, as,,a.n oral, mucosal xi ̂ . II”.>* ,*&<a__ . _. ,, ._ 

protectant (47 FR 22712 at 22746 and 22747, May 25,1982). The comment 

cited acceptance of compound benzoin tincture in several pharmacopeias, 

experience over decades of use, and the low incidence ofadverse reactions .“,_. ,,*_ ,._ ““__ , 

or significant side effects in the,published literature. The comment. cited 

several skin protectant uses from .well-est.abl.i.sheds~~~~~.~~,~~~~~ . . . . c.y%N product 

labeling: “* * * to small cuts and to intact~,skinunder c@usiv,e plasters and 

bandages” (Ref. 5), “* * * ulcers, bedsores, cracked nipples, and fissures of 

the lips and anus” (Ref. 6), and “apply to the skin under adhesive dressings, 

to treat skin fissures and bedsores, to reduce skin sensitivity to adhesive 

plasters, and to prevent skin irritation in ischem,ii, ~JYX&’ (Ref. 7). 

containing 10 percent benzoin, 2 percent aloe, 8 percent storax, 4 percent tolu 
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balsam, and 74 to 80 percent ethanol (Ref. 8). The agency finds that use as 

a steam inhalant for e,xpectorant purposes evaluateclby the Cough-Cold Panel I. _ 

(41 FR 38312 at 38360) has little relevance to use as a skin protectant. Although 

the agency acknowledges that standard references (Refs. 5 and 6) and literature 

articles describe numerous uses for compound benzoin tincture, no data from 

controlled clinical studies were provided. 

Gosselin et al. (Ref. 9) indicated that the alcohol in.benz”oin tincture would ._ 

be responsible for major toxic effects if ingested. The Dental Panel discussed 

literature reports of three cases of irritation and hypersensitivity resulting from 

topical use of benzoin tincture (47 FR 22712 .at,,?eZ7@ anc&!JY'$7]. In addition, 

the published literature contains numerous oth,er reports of allergic contact 

dermatitis and sensitivity attributed to compound benzoin tincture and 

benzoin tincture. Cullen, Tonkin, and May (Ref. 10) stated that the literature 

was replete with reports of cutaneous sensitivity to compound benzoin tincture 

and its components, citing reports following local application. Rademaker and 

Kirby (Ref. 11) reported two cases of bullous contact. dermatitis to a skin i 

adhesive spray and mentioned that Fisher (Ref. 12) recommends that benzoin 

no longer be used as a skin adhesive. Marksand Rainey (Ref. 13) and James, 

White, and Yanklowitz (Ref. 14) reported other cases of allergic contact 

dermatitis. Sixteen cases resulted when ben,zoin,,,was, applied to prevent friction 

blisters. Other authors report contact dermatitis from benzoin used as an _ 

ingredient in greasepaint makeup (Ref. 15) and as an antioxidant in food 

additives (Ref. 16). In addition, benzoin provokes pemphigus erythematosus 

(Ref. 17), complicates management of venous leg ulcers (Ref. 181, and adversely 

affects wound healing after circumcision in children (Ref. 19). 
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Based on these reports of adverse,events and.the availability of other .I _>.“‘“O” e-.x_..Iy~. .* x, ,/. 

monograph skin protectant ingredients, the agency concludes that compound 

benzoin tincture is not safe for use as,a general OTC skin,protectant ingredient 

and would be inappropriate for many of the uses included in this final _~ 1 

monograph. 

(Comment 10) One comment requested that camphorated metacresol be 

included as an active ingredient in the final monograph for OTC skin 

protectant drug products, as long as the amount of metacresol ~did not exceed _. / 

1.5 percent (by weight) and the amount of camphor did not exceed 3 percent. 

Noting that phenol (0.5 to 1,s percent) and camphor (0.1 to 3 percent) were .,.__, ,,_ _, 

proposed Category I ingredients in the TFM for OTC external analgesic drug 

products (48 FR 5852 at 5867, February 8, 1983) and citing an agency letter 

(Ref. 20) agreeing that metacresol was less toxic thanphenol, the comment 

contended that there should be no safety concern about products containing 

camphor and metacresol ins thgse~ concen&kions.~ I, 

Because information,has n-ot, been provided to demonstrate a skin 

protectant. effect, camphorated metacresol is not included inthis final- 

monograph. 

(Comment 11) One manufacturer submitted data and_ informati.on (Refs. 21 

and 22) to FDA’s Miscel1aneou.s External,,Pa,~e!~,i,n re+sponse to the call-for-data 

notice published in the Federal Register of November 16,1973 (38 FIX 3'1697). 

The data were for a drug product containing water-soluble chlorophyllins in 

an ointment and a solution dosage form with a label indication. t,‘t”o promote 

healing and to relieve itching and discomfort of minor w.ounds, burns, surface 

ulcers, cuts, abrasions and-skin irritations..“.. 
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The Miscellaneous External Panel wasp disbanded before reviewing these ,* *,< ‘>.p$,i _^, i (.,.- ,,-.* . . I,-^l-..;- ,:: .,.a: >; ) ‘.L.. 

submissions. Subsequently, because the product label contain,ed a c&mfor 

wound healing and products with this claim had previously been included 

in the skin protectant rulernaking, the agency placed the submissions. in the 

skin protectant rulemaking as a comment to the February 15,1983, TFM, and 

the manufacturer submitted, a m,ore recent,,,study on effectiveness for wound 

healing (Ref. 23). 

The Dental Panel evaluated water-solubJe chlorophyllins as oral wound 

healing agents in its report on OTC oral mucosal injury drug products (44 FR 

63270, November 2,1979) and concluded that water-s.oZub~,e,“c.hl~~ophyllins 

were safe but that there were n~suffZe.nt data ,available to permit final _.,/.a& L M I, l..z-i ?.‘^ ;,,_ &tli “..“<#;“$. I a#,” 

classification of effectiveness for QTC use as an oral wound healing agent (44 I. “li. ‘I .,_ . . . . lili.lil.“.,illi*~v ,-. i I. ,edb ,Al (, ~:‘r.r~~,iurb’il~i. 

FR 63270 at 63286). The agency accepted the Dental Panel’s c1assific.atio.n in 

the TFM for OTC oral muc,osaJ. injury drug products f48 I% 33'984 iit 33991, 

July 26, 1983). No additional data were submitted.,and, in the fin.aJ ru& (51 

FR 26112, July 18, 1986), the agency included water soluble chlorophyllins 

in the list of nomonograph ingredients in WE33 W,WL x,“.),.j .:. _, l.,., ,.,,_ ,_ ,<,* __, .+ ,, .,,, , .~i.r ,...,. * 

The agency has reviewed the rnanufa,~turer)s,~S,~~~~i~~.~~~~ I&fs. 2 1 t 2 2, and 

23). One submission (Ref. 21) contained information on various k&ds~of, \ ‘ 

wounds that were treated with .xater-soluble chlorophyllins by- health-care .li.,; ,.. j ̂ , / ...“ax*~~d,,,, ^I ‘“,,‘~.“N‘...~ 

professionals. None were selfYtreatment conditions, Another (Ref. 22) I _., ,a. < Sk “?. .,L. . I*- 
_ ^ _ ^ - _ . . 

contained translations of thxee toreign articles reportlag lat 1 -)oratory and animal 

studies on water-soluble .chlorophyllins that contain background information 

but do not support general recognition of safety‘and effectiveness in humans.. 

A research report (Ref. 23) did not assess OTC .uses, lacked subject and placebo 
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controls, and questioned whether the observed effects, were.due to the products 
,l. ,. 

^ ,s._\ -,e.*__,,~r*“*” \W< v .,..l_,, “c-.l.;. 

or the manner of caring for the wounds. 

The agency conclucles t-hat the data submitted do not support effectiveness _I -. .,.,” ..,.. -x-u. I~..~~~~Y-l^‘~,x”~,.~~~.,drIrtl”~,r..~i~~,~~~~;-~,~,,X 

of water-soluble chlorophyllins for promoting wound healing for conditions ‘. x ,.- -. . . 

treated with OTC skin protectant drug products. 

(Comment 12) Cod liver oil was not categorized by the Panel for use as 

an OTC skin protectant because it was not included among the labeled 

ingredients in mark.et,ed products submitted to the Panel~for review. In 

evaluating cod liver oil for use i,ndiaper rash drug products, the agency 

considered the long history of clinical use as a skin protectant ingredient (55 

FR 25204 at 25213, June 20,199O). 

In the rulemaking for OTC anorectal drug products; the Advisory Review 1 

Panel on OTC Hemorrhoidal Drug Products (Hemorrhoidal Panel) classified 

cod liver oil as Category I for use as an anorectal protectant and recommemled _ 
, ^. , 

a maximum daily dose of 10,000 I.U. (International Units equivalent to USP a 

Units) for vitamin A and 400 1.U: for vitamin Q, (cholecalciferol) per 24 hours 

(45 FR 35576 at 35630, May 27, 1980). The Hemorrhoidal Panel stated that 

an extensive review pf the literature on cod,liver oil revealed no adverse effects ._ .“.._~~, ** .,a* b \R :..,‘,.,\ir..-?,*” ;. i’l”i‘.ix , *‘ri -(i> “;baLa ‘“,.“i,*.-. %@a* .“L,~~.~~~,~,I”.~~j^ i”-i’.A(, _. ‘-“-*” %<‘t~r~<# i :x<.l*< ,,., Xl, ,;..-~,?i/!r z*< i ‘%‘A” .) I .;a-... L 

when applied topically as a protectant ad concluded”that,t~.~~efect~veness _ __. ~ ,. 

of cod liver oil, as a protectant, is due to its bland and soothing effect 

associated with its oily nature. In the ‘TFM“(53 ‘PI? 307!j~a~SO%$; August 

15, 1988) and final monograph (55 FR 31776 at 31780, August 3, 1990) for 

OTC anorectal drug products, the agency affirmed the Hemo.~~Sidal,Panel,‘s 

Category I classification and specified that cod liver oil may be used only in 

combination .with one to three @her protectant active ingredients. 
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The agency has surveyed the marketplace and determined that cod liver 

oil is marketed only in combination with other ingredients in several products 

with skin protectant claims (Refs 3 and 24). One product contains 12.5 percent 

(Ref. 241, but in most cases the cod liver oil co.ncentration is,,not,provi&d. 

Therefore, the agency is including cod liver oil as an active ingredient in 

skin protectant drug products in accord with § 347.20(a)(l) and (a)(z), only in 

combination with certain other skin protectant active ingredients, within the 

concentrations (5 to 13.56 percent) specified in § 347.10(e), provided that the 

product is labeled so that the a.m,ount.of the product that is used in a %-hour 

period represents a quantity that does not exceed 400 USP Units of vitamin 

D and 10,000 USP Units of vitamjn A. 

(Comment 13) In the notice of proposed rulemaking (54 PI? 408i)8'd "I " " - 

40810), the agency stated that it was necessary to have publicly available ..,_. -,_ 

chemical information for colloidal oatm,eal. One, m,armfactu.rer. submitted a 

proposed standard for colloidal oatmeal, which it stated was patterned after 

standards for starch and psyllium (Ref. 25). The agency sent this information 

to the U.S. Pharmacopeial Convention (USPC) (Ref. 26). Compendia1 standards 

were proposed in the Pharmacopeial Forum of January and February 1992 (Ref. 

27) and a final USP monograph became effective on November 15,1992 (Ref. 

28). 

(Comment 14) One comment requested that colloidal oatmeal be included 

in the skin protectant monograph as a safe and effective ingredient for the 

claim: “For prompt temporary relief of itchy, sore, sensitive skin due to rashes, 

eczema/psoriasis, hemorrhoidal and genital irritations, diaper rash, chicken 

pox, prickly heat, hives, poison ivy/oak, and sunburn.” The comment cited 

references (Refs. 29 through 33) to support this claim. 
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The agency previously discussed poison ivy/oak claims in comment i of 

the skin protectant poison ivy, oak, and sumac notice offproposed rulemaking 

[54 FR 40808 at 40809 to 40811). The agency has determined the additional 

references cited by the comment show that colloidal oatmeal can provide 

temporary skin protection and relieve minor irritation and, itching due to a 

number of conditions. Further, the agency has no adverse reaction reports on 

file for colloidal oatmeal. Thus, the agency is expanding the indications for 

colloidal oatmeal in § MY’.SO(b)(Q),in this final monograph. In addition, 

manufacturers can opt to select one or,more of the “due to” conditions to list 

in the product’s labeling. However, since no data were submitted using - 

colloidal oatmeal for ,chicken,gox, sunburn, or hives, these indications are 

nonmonograph. The agency will discuss a “prickly heat” claim in the skin 

nrotectant dianer rash drug products final rule. 

(Comment 15) Two comments noted that the agency’s proposed directions 

in § 347.50 (54 FR 40808 at ,40818) for the use of colloidal oatmeal as a soak 

in a tub do not allow for the range of use concentrations or dosage forms that 
i-- . . . . ,,_ .__ .‘_.., 1.,__ j_ ‘. 

have been reported in the clinical literature andrequested that FDA specify 

a~ use concentration range. The comment stated that colloidal oatmeal is 

unusual in comparison to other barrier ski,n protectants because it is often 

intended for dispersion in water and is formulated in a variety of other dosage 

forms. 

One comment summarized and calculated the colloidal oatmeal, I 

concentrations used in baths (Refs. 32 and 34 through 41). The comment noted 

that the most common concentration ranges of colloidal oatmeal are from 0.007 

to 10 percent in use but added that colloidal oatmeal- is present in commercial 
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products from 1 to 100 percent. Another comment recommended changing the 

proposed directions in 5 347.50(d)(Z) from one “cupful” to “up to a cupful.” 

The agency has reviewed the recommended concentrations of colloidal ,. 

oatmeal reported in the literature and reference texts (Refs. 4, 29 through 32, 

34 through 45,47,48, and 49) and has considered the range of concentrations 

for c,olloidal oatmeal used in bath additive products and in other dosage forms. 

Products containing colloidal oatmeal have been formulated in the following 

dosage forms: Lotion (1 and 10 percent colloidal oatmeal), cleansing cream (8 

percent colloidal oatmeal), shampoo (5 percent colloidal oatmeal), and 

cleansing bars (30, 50, and 51 percent colloidal oatmeal) (Refs. 4, 46, and 47). 

The agency has calculated the approximate minimum and maximum 

concentrations of colloidal oatmeal that have beenused as follows: For regular 

colloidal oatmeal, a range of 0.023 to 0.625 percent when used as a tub bath 

soak (Refs. 29, 34 through 38, and 44), a range of 0.24 to 1.2 percent when 

used as a foot bath soak (Refs. 30, 31, and 34), a range of 0.24 to 15 percent 

in aqueous solution when used in a wet pack (Refs. 30,3l, 32,3'4, and 45); 

and a range of 3.75 to 15 percent in aqueous solution when used as a topical 

lotion (Refs. 30, 32, and 34); for oilated colloidal oatmeal, a range of 0.003 .I . 

to 0.03 percent when used as a tub bath soak (Refs. 35 and 39 through 43). 

With regard to dosage forms, the agency agrees with the comment that 

colloidal oatmeal as a skin protectant does not need to be dosage-form specific 

and can be used in a variety of “barrier type” topical dosage forms, except 

for “cleanser type” topical dosage forms, for which the agency has‘no data 

to support use as a skin protectant. Therefore, based on the additional (.. I. 

information that has been submitted, the agency is revising the directions for 

use in § 347.!%(d)(z) in this final monograph. 



(Comment 16) One comment requested that co&ida] oatmeal be includ:ed 

in the skin protectant monograph for the claim: “For prompt temporary relief 

of itchy, sore, sensitive skin due to * * * .hemorrhoj&Yfal and genital irritations 

* * *.” The comment provided reports recommending use of coiloidal oatmeal 

baths and creams for recta] itching and other conditions in the genital area 

(Refs. 50 through 54). 

Claims for itching in the genital area (e.g., pruritus vulvae) are included 

in the rulemaking for OTC external analgesic drug products, A comment to 

that rulemaking (Ref. 55) specifically requested a claim for colloidal oatmeal 

for “prompt temporary relief of itchy, sore, sensitive skin due to rashes, 

eczema/psoriasis, hemorrhoida! and genital irritations, diaper rash, chicken 

pox, prickly heat, hives, poison ivy/oak, and sunburn.” Therefore, the agency , ,, 

will address this comment in the final, rule for .Q’I’C” e,xternaJ, anajgesic drug 

products. 

The agency concludes that the c,omm.ent,‘s @@fed claims for relief of 

rectal itching and hemorrhoids are similar to th,e.indi,&ion (21 CFR 

346.50(b)(l)) for OTC anorectal drug products that include protectant active 

ingredients under 21 CFR 34&14, and to the definition.of a protectant drug 

under 21 CFR 346.3(i) as a drug that provides a physical barrier, forming a 

protective coating over skin or mucous membranes.S$$ cc&$dal oatmeal d , /(a._1 ._.# ,. .- j 5, I . , 

was not reviewed during any stage of the rulemaking for OTC anorectal drug 

products, interested parties should provide necessary information to 

demonstrate that colloidal oatmeal m,eets” the standards of an OTC anorectal _ ̂ ” .,.. I..~.>XIINC”‘ _,,.. ,_ijllR_ . _(, ., ~ l.__ _i. ,,, ,_ ***,/,, _“_, _ , i 

protectant active ingredient and petition the agency to include colloidal .” \, 

oatmeal in the final monograph for OTC anorectal drug products ‘(Ref. 56). 
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(Comment 17) One comment requested that colloidal oatmeal be allowed.. 
,___ ..; . .( 

to be combined with other Category I skin protectants for the treatment of 

minor.irritation and itching caused by insect bites and poisonous plants. The 

comment cited reports using an oilated colloidal oatmeal bath additive to help I 

treat various dermatoses. 
__, . . 

‘, * 

The agency has reviewed the cited studies (Refs. 34,43, 57, 58, and 59), 

and finds that these reports support the combination of colloidal oatmeal with 

mineral oil to treat the irritation, itching, and dryness of various dry skin 

dermatoses. The agency is including the combination of colloidal oatmeal and 

mineral oil in new $347.29(a)(4) for the uses included in n.ew 5 347.50(b)(7) ,l, ,.., + Sli ( i \,-” >._ ,,., *i* ,,.> ‘+. ;., f>-;, ,^, I S,^ a-,, .,CL,,; ,i 3; ., ,, I ,._ /. , 1., ,.,,. L,, _ ,. I _.,. 

of this final monograph. N,evertheless, poison ivy, oak, and sumac are not 

exclusively dry skin dermatoses; they are’characterized by a phase of weeping, 

oozing exudation. The studies cited by the comment fail to demonstrate the 

value of adding an additional skin protectant (an oilating component) for the 

treatment of these co.ndition,s*i-n th,e exudative phase, and also fail to specify _, “l.ll ,.-a __,. 

how many of the cases of contact .derm,atitis were.due to poisonous plants. 

In addition, only one case of insect bite was identified in the, studies, The 

agency concludes that the data arei,nsuffi&nt to support the ‘combination of 

colloidal oatmeal with other skin $rote&antS to t.reat”insectbites and poison 

ivy, oak, and sumac. 

(Comment 18) One- comment responded to the agency’s request in the skin 

protectant poison ivy, oak, and sumac notice of proposed rulemaking (54 FR ,. ,. z .^ **_~.,“‘,.,_, x ,./. v. ‘. _. _ rig, A~ ~“, _,a ia-.&” .- _,_“I__ .,_ L / _, , I, 

40808 at 40810) to provide information and airectionstp,Support the use of 
I,, ,.) 

colloidal oatmeal on children under. 2 years of age. The comment stated that 

most barrier type skin protectant active. ingredients have not been restricted _ ^ ” ‘0 _,: 

to any age group and submitted reports of use of colloid.alM oatm~eal in infants ,, 
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(Refs. 34,45, 50, Sl,,and 57). The comment,added that the&Iiscellaneous ’ 

External Panel had evaluated col!idal..oa~.~~~.a! an.d placed it in’Category I for 

relief of itching claims with no age restrictions (Ref. 61). 

The agency has reviewed the reports submitted by the comment, which 

described the effective use of colloid.al oatmeal on infants and, children from 

2 months to 18 years of age for various dermatoses associated ~with dry skin. 

No adverse effects were reported. The Mistiellaneous External Panel (Ref. 61) 

at its twenty-third meeting concluded that colloidal oatmeal, at all 

concentrations, is safe and effective for “the symptomatic relief and treatment .“, _..; 
.; 

of itching.” Based on the Miscellaneous 
._ ,. .^_,~_ 

External Panel’s evaluation -and the 

_ 

references provided by the comment, the agency is including colloidal oatmeal 

in the final monograph for use on infants and children under 2 years of age 

in the same concentrations, dosage forms, and directions for use for adults. 

(Comment 19) One comment noted that in the skin protectant poison ivy, 

oak, and sumac notice of proposed rulemaking the agency proposed (in 

§ 347.50(c)(9)) a specific warning for colloidal oatmeal: “Take special care to 

avoid slipping when getting into‘and out of the tub” (54 PR 40808 at 40818). 

The comment agreed that a warning against slipping is proper and appropriate, 

but contended that the agency’s warning is unnecessarily longer than the 

warning on its labels, “Take special care to avoi”d slipping.” Furthermore,~the 

comment contended, the reference to entering and leaving the tub may lessen 

the consumer’s perception of need for care during bathing &when bathing 

a child. 

The agency notes that a number of authors have expressed concerns about - ._,; 

slipping in the bath tub with oil baths in general, and with colloidal oatmeal slipping in the bath tub with oil baths in general, and with colloidal oatmeal ,, _. ., ,, _. ., _ . _ . ., ,” _ . _ . ., ,” ., . . ., . . 

baths in particular (Refs. 29,40,44,48,54, and 62). Two authors (Refs. 29 baths in particular (Refs. 29,40,44,48,54, and 62). Two authors (Refs. 29 
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and 48) recommended use of a mat to reduce the possibility of slipping. 

Accordingly, the agency has revised the warning, which appears in 

§ 347.50(c)(5) of the final monograph, to read: ‘“‘When using this produc 

[bullet] to avoid slipping, use mat in tub or shower.” 

(Comment 201 One comment obiected to the highlv SIB 3cific directions for I - _d ~* 

colloidal oatmeal the agency proposed in § 347.50(d)(2) of the skin protectant 

poison ivy, oak, and sumac notice of proposed rulemaking (54 FR 4080 

40818). The comment requested that FDA’modify the dire&o&for use,to 

allow for other concentrations and to address the--use of c&r dosage forms, 

such as ointments, lotions, and cleansing bars. The comment objected to a 

specified frequency of use (“once or twice daily”) because absorption of’active ., 

agent seems unlikely to occur. 

The agency has reviewed the literature and agrees wil;h.the comment’that 

other directions may also provide safe and effective use concentrations. Since 

a bathtub, foot bath, sitz bath, or infant bath can be used to soak and a 

compress or wet dressing can be applied as a soak, the agency is including 

all of these forms of a “soak” in the final monograph. Colloidal oatmeal can 

also be formulated in other topical products intended for direct. application 

(e.g., ointment, lotion), and the monograph provides directions for these 

products. 

Frequent and prolonged exposure to water may have a drying effect. 

Authors have different views on recomm,ended.frequency and duration of 

bathing (Refs. 37,48, and 63 through 67) depending on the condition. The 

Miscellaneous External Panel noted that bathing can dry the skin out and 

exacerbate some conditions (Ref. 68). Given the variety of conditions for which 

colloidal oatmeal preparations may be used, the agency agrees with the ,\, .‘, *_ 
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comment, and is not specifying a frequency of use in the directions but is 

providing for a warning statement in § 347.50(c)(7) to fully’inform consumers. 

(Comment 21) One comment inquired whether two high-molecular weight 

dimethylpolysiloxanes, designated as SF96:350 and Sf?@-.l,WlO, were 

acceptable active ingredients for skin protectant use. The ‘comment included 

general safety and toxicity information on silicone products, and stated that 

dimethicone, a proposed Category I skin protectant ingredient, belongs to the - _I - ,- ,. ., _^.” .L_lc^,. I ” .“., *. x,, / .,. . . “. _ 

same chemical family as the dimethylpolysiloxanes. 

In the notice of proposed rulemaking for OTC skin protectant diaper rash 

drug products, the agency stated that silicone is a general term, but it is often ),, ~..., .__ 

used to describe dimethicone (55 FR 25204’~&25218). The agency did not 

classify silicone per se because there are various silic,one compounds and 

because the agency considered dimethicone, the only silicone fngredient for 

which data were submitted. ,_ .” 

The agency notes that the information provided by the comment 

summarizes the results of chronic,an.d acute toxicity studies and irritation ” ̂ .,, /.,, _\ 

studies for specific classes of silicones...H.owever, no specific information was 

provided for the individual dimethylpolysiloxanes SF@54Wand SF96-1Q00f 

In addition, no information was provided to describe the chemical structure _ 

of these dimethylpolysiloxanes. The agency concludes that the data provided 

are inadequate to support general recognition of the safety and effectiveness ..,... “... A,“,._“.. _., _(, 

of these ingredients for OTC skin protectant use in this final monograph. 

(Comment 22) In the TFM fo,r DTC..skin‘protectant drug products, the 

agency discussed a submission on 2: percent’glycerin and stated, that the skin 

protectant final monograph would not be issued untiI.these data were reviewed,, 

by the agency and interested persons provided an opportunity to comment on 
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an agency proposal (48 FR 6820 at’6823). The submission (Ref. 69) contained 

data on the use of glycerin for the indications~ of-dry skin, minor skin irritation, 

skin protectant, and chapping and included a doub1e:blin.d~ study. 

The agency has reviewed, the.data and determined that the study was “. I,. _I I “,.” _v, .a\( ..I_ / _“^ s_ly*.,..s “.SIlliUV .er*,*iL~~~l.~~“L,,~~-~~~ *a---,-, 

inadequately controlled and failed to. Idem,~nstrat,e,th~~” &lo, or 18 percent 

glycerin is effective for the indiclatc?n,~(thelps prevent and temporarily protects 

chafed, chapped, cracked, or windburned skin and. lips,” as ‘proposed by the 

agency for 20 to 45 percent glycerin in the TFA&for OTC skin protectant drug 

products (48PR 6826 ,at. 6832). The agency’s detailed comments and eval.uation,” / 

of the data are on file in the Do~ckets,.~~~,~gerncnt Branch (Ref. 70). The agency 

concludes that glycerin at concentrations other than..,2.0,@ 45 percent is 

nonmonograph for use in.OTC skin protectant drug products. 

(Comment 23) One comment requested the agency to reopen the 
, / 1 . . * .‘ ,._ ,.,, _* ̂  , ;_ ._ 

administrative record to includ.e+the~,:ingredient “hard..fat:’ as described in the 
j 

“National Formulary” (NF) (Ref. 7l), as a Category I skin protectant. 

In the Federal Register of December 19,1991 (56 FR 6587~3), the agency 

agreed with the petition that it would be-appropriate to reopen the 

administrative record and”<in,clude data and information on “hard fat” in the * *jd 1-.- -111.1111 >*-rar.*iu.x.uu* ilir*-h.L --/.,a~,.~, I,v, ,.X),~Ubirxr”~~UI;,“~“~~*, *:e-*ril,r .,._ ,~.ix,-~~~~~~rairr”~,~ii _Dv*xI . . . . A&.,.“+ .,,I ̂- ,” i,^*,rr ,, /,, j^ _, ) _j 

rulemaking for OTC skin protectant drug products. The agency stated that, 

based on its action in the rulernaking for OTC armrectal drug products (55 FR 

317761, hard fat would be classified as a monograph ingredient in the final ,.,. Im,T-v, *-l./rr_-l 

skin protectant monograph. Since ‘no advers.e, comments on hard fat were .“. ** ..“.,I-III.__ICX.,.l^“,_r. _ i .,._ _Ij. _,” . ..“-_.” ,.“. .., I ,” ._ ^ 

received in’respbnse to.this reopening of the administr$fiv~e record, the agency /. . 

is including hard fat in 5 347.10 at concentratiq,~s.of~~O,.tq 1O.Q percent as a 

single active ingredient. Hard fat is also all;owed” in permitted combinations __ 

in § 347.2WC1h kW19 (bl, ( 1, , ,, _“_ / ,:, , ,, _ c and (d) of this final monograph Products 
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containing hard fat may be labeled for the indidations in. § 34i:%(b)(l), ’ 

(b)(Z)(i), and (b)(z)(ii) and should b ear the warnings in 5 347,50(c)(l) through 

(c)(4) and the directions in § 347.50(d)(l). In a future issue of the Federal 

Register, the agency will address claims for hard fat in OTC skin protectant 

cold sore/fever blister drug products (see proposed 5 341730(b)(2)(ii); 55 FR 

3362 at 3370). 

(Comment 24) One comment requested that lanolin be categorized as an 

active ingredient in the skin protectant monograph for use as a single 

ingredient or in combination, as permitted by the monograph. In support of 

lanolin’s safety and effectiveness as a skin emollient, the comment cited animal 

and human test data submitted to the’Mis+llaneous External Panel (Ref. 72), 

Kligman, Grove, and Studemayer (Ref. 73), and the Advisory Review Panel on 

OTC Ophthalmic Drug Products’ (Ophthalmic Panel) Category I classification 

of lanolin as an ocular emollient for the treatment of conditions involving 

ocular membranes (43 FR ‘3QO@JVat 3~;~4~,‘an.d 3C@X5, May 6,.f!%O). 

The agency has considered lanolin as a protectant or emollient active 

ingredient in several OTC drug rulemakings. In the TFM for OTC skin _ 

protectant diaper rash drug products (55 FR 25204 at 25218 td'25219), the 

agency determined that the data submitted supported the use of 15.5 percent 

lanolin as a skin protectant active ingredient only in combination with other 

skin protectant active ingredients for the treatment and prevention of diaper -1 

rash. 

In the final rule for OTC ophthalmic drug products (.53 FR 7076 at 7090, 

March 4, 1988), lanolin and anhydrous lanolin were included as monograph 

conditions at a 1 to 10 percent concentration in combination ,%ith~ one or more 

oleaginous emollients included in the monograph. In the final rule for OTC ~ ,:’ _‘“_’ 
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anorectal drug products (55 FR 31776 at I3.l7,80), lanolin was included as a 

monograph protectant active ingredient at concentrations o.f 50 percent and 

above as a single ingredient or between 1”2.5.an,d..E@ percent in combinations. 

The agency has surveyed the marketplace (Refs. 3, 74, 75, and 7,6), and ., 

found that lanolin is being marketed as a skin protectant both as a single 

ingredient and in combination with other.ingredients. The concentration in 

two single ingredient products is 37 and 50 ‘percent. In almost all cases, the 

concentration of the lanolinS,in the combination products is not provided. 1~1 “. ,,s*- .,er _ SF- 

Based on the agency’s market survey and its previous acti,ons in the 

rulemakings for OTC diaper rash, anorectal, and ophthalmic drug products, “. . I / . , ., ,.” 

the agency is including lan,olin in the final skin protectant drug products ,. ,, .-.. 

monograph as a single ingredient and in combin,ation wit-h ,certajn otherS~skin b. /I.^‘I-I_/. ._ )..” ._.. <; ,. ,,. ^.” r 

protectant active ingredients, depending on the labeled use of the product. The 

use concentration included in the final monograph is 12.5 to 50 percent in 

accord with the concentration of marketedsingle ingredient skin protectant 

drug products and the concentration used .iu, anxect.tal grotectant combination, 

drug products. The use concentration of 35.5 percent proposed in 5 347.10(o) 

for OTC diaper rash skin protectant drug products (55 FR 25204 at 25232) will 

be addressed in the final rule for those drug products. 

(Comment 25) One comment submitted.,~ata..(Refs. 77 through 89), 

including two clinical studies by Kaplan (Refs. 77, 78, 80, 81, and 84), in 

support of reclassifying LYCD from Category III to Category I as a wound . ., ^_, . . \ u ,. - I ‘ . . .s ̂ /_ “,x..Ix ;.,_ _xI .“r.I_,” ,.-- ‘. /.. 

healing aid. The first Kaplan study (Ref. 77) has been published (Ref. 90). The 

comment also submitted data included earlier in the rulem”aking for OT’C 1 4, 6 .** *_*ex .* ,, ‘A,., s ..m”. s<_ “.a,.-., ,<“a.._ 

anorectal drug products and transcripts of meetings of the Hemorrhoidal Panel ” 

(Ref. 87). 
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The ingredient LYCD was reviewed by both the Hemorrhoidal Panel and 

the Topical Analgesic Panel. Neither panel found LYCD tobe effective: ‘The ,’ 
_ - _ _ _ . . ,_ . -- _.. . _I, _ .? . .._ .; . \ I. 

agency determined that the data were inadequate to support the use of LYCD 

in the final rule for OTC anorectal drug products (58 FR 46‘7$i?, September 

2,1993). 

m-3 

‘l’he agency has reviewed the wound healing studies (Refs. 77, 78, 80, 81, ,. <" 

and 84) submitted to this rulemaking for OTC’skin protectant drug products 

and determined that the studies are inadequate to include LYCD as a wound 

healing aid in this final monograph. The agency’s detailed comments and 

evaluations of the nonconfidential data are on file in the Dockets Management 

Branch (Refs. 91 and 92). ,. . ,‘ 

” . 
The agency also informed the.company that additional information is 

needed on the chemical and physical characterization of LYCD before a final 

classification can be made and suggested the company provide information to 

establish a compendia1 monograph for the ingredient (Ref. 93). The company 

submitted information, both nonconfidential (Refs. 88 kd.89) and 

confidential, but it also was not adequate. The agency’s detailed comments on 

the information are on file in the Dockets Management Branch (Refs. 94 and 

95). 

(Comment 26j The agency has included in the rulemaking for OTC skin 

protectant drug products several submissions (Refs. 96,97, and 98) for drug 

products containing mineral oil that were originally submitted to the _” _... , . 

Miscellaneous External Panel for review. One submission (Ref. 96) did not ’ 

contain any data on mineral oil as an individual ingredient and the other 

submissions (Refs. 97 and 98) were,discussed in the TFM for OTC skin 

protectant diaper rash drug products (55.FR‘25204 at’25220 to25223). The 
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agency concluded that the ingredient’s physical properties were sufficient, 

along with the Category I findings of two other panels (Hemorrhoidal and 

Ophthalmic Panels), to support the effectiveness of mineral oil in § 347.16(p) 

of the skin protectant diaper rash TFM (55 FR 25204 at 25232) for diaper rash 

claims proposed in § 347.50(b)(5). In this final monograph for OTC skin 

protectant drug products, mineral oil in the first concentration listed in. 

5 347.10(l) (50 to 100 percent) may be labeled for the claims listed in 

5 347,50(b)(l) and (b)(2). In addition, mineral oil, in the second concentration 

listed in § 347.10(l) (30 to 35 percent) when combined with colloidal oatmeal, ,_, .__ 

may be labeled for the claims listed in § 347.50(b)(7). 

(Comment 27) One comment urged FDA to consider a single statement 

of identity for the ingredient petrolatum because of its mul,ti-purpose uses in ,, .-,, 

OTC drug products. The comment suggested the term “protectant.” 

Petrolatum is generally recognized as-safe and effective in two other OTC , 

drug final monographs: Ophthalmic (part 349 (21 CFR part 339)) and anorectal ..; .~ L .” ,,, .; ..~ “. . “I 

(21 CFR part 346). The statement of identity for ophthalmic use is “‘lubricant” 

or “emollient (lubricant) eye ointment” (see § 349.65(a)). 

The agency previously considered a related issue in the proposed 

rulemaking for OTC anorectal drug products (see comment 39, 53 FR 30756 ’ 

at 30771) and determined that a comment)s. suggested statement of identity 

(topical protectant and lubricant) did not make it clear that such a product 

could be used anorectally and thus did not fully satisfy the requirements of 

§ 201.61 (b). The agency believes that the same i&true of the currently suggested “_ .,_ ,;- ,. 

statement of identity “protectant.” Thus, the agency is not adopting a single 

statement of identity for the ingredient petrolatum and is using “skin 
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protectant” as the statement of identity for drug products containing 

petrolatum included in this final monograph (part 347). 

(Comment 28) One comment argued that petrolatum should be exempt 

from the “&recti.ons for use” proposed in §‘347.5O(d), citing petrolatum’s long 

history of consumer use, efficacy, and safety and contending that petrolatum 

meets the requirements for such exemption under § 201.116 (21 CFR 20i.116). 

The agency disagrees. Section 201.116 allows for exemption from section 

502(f)(l) of the act which requires adequate .dire,cKons for use, if adequate 

directions for common uses are known to the ordjn,ary individual. While some . ,L ” .-. . (I .“I. ,- ~., -_. _ ,.,,, ., ,,” ~,” I ,” ,, i 

individuals may know that petrolatum may be applied as needed, the agency 

believes that,not all people who use this drug would know that it can be 

applied on an as needed basis. Therefore, the agency is requiring the standard 

direction in,§ 347.50(d)(l), for products that contain petrolatum. 

(Comment 29) One comment contended that petrolatum should be exempt 

.fiorn the warnings proposed in the ,.,yFm (a8 m-6^8z(.j -$IZfQ~,J~4’f~‘:%~3‘3). The I ’ 

comment argued that sufficient evidence to exempt these warnings is provided 

by the universal use of petrolatum over many decades for a w’ide variety of 

topical indications, the clinical and marketing experience-over this long period 

of extensive and universal use, the Panel conclusion that “large amounts of 

petrolatum are essentially nontoxic when ingested * * *” (43 FR, 34‘628 'at" '. '- ~‘ .' 

34639), the results of a long-term chronic feeding study by Oser et al. (Ref.’ i 
I 

99) as demonstrating safety on ingestion, and the fact that petrolatum is 

regulated as an approved direct food additive (under $1 i2.88ci (21 CFR 
,j 

172.880)) and is listed in the Food Chemicals Codex (Ref. 100). 

Although the comment suggested a revision, it agreed in principle with 

the warning “Not to be applied over deep or puncture wounds, infections, or 
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lacerations. Consult a doctor,” A, second com,ment reqtiested, in the interest 

of brevity, clarity, and conservation of scarce label space, that t :he warning be 

shortened to read: “00 not apply over”deep or puncture wounds or infections.” 

The agency discussed the importance of-each ( If the proposed warnings 

in comments 25 through 31 of the’TFM (48.i;R~~8z~“at”“~ij8~~‘To6~30) and I. 

stated that these warnings are necessary for petrolatum used as a skin 

protectant. In comment” 31 of the TFM, however, the agency proposed not to 

require the “For external use only warning” for all products (including those 

containing petrolatum) formulated as lips balms. The agency is finalizing that 

proposal in this document. 

In this final monograph, products containing the skin protectant 

ingredients mineral oil or sodium bicarbonate may omit the “For external use 

only” warning if they also provide labeling for oral use of the product. The 

agency believes that it could be confusing to consumers if products that 

contain petrolatum do not have the “For external use only” warning. 

Therefore, the agency is not exempting petrolatum (except in lip protectant 

products) from the “For external use only” warning in §§ 201.66(c)(5)(i) and 

347.50(c)(l). 

The agency considers the warning about not getting the product into the 

eye useful to help prevent possible improper use of skin protectant drug 

products which are often marketed in nonsterile, multiple use containers. The 

agency believes that the first comment misconstrued the purpose of the “if 

condition worsens)‘,warning (§ 347.50(C)(3) of this final monograph). The 

warning is intended to direct consumers to seek medical attention for a 

condition if it gets worse or has not improved after 7 days of treatment and _. _ ._ , 

.not to set 7 days as a maximum safe treatment period. The agency has 
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shortened this warning for products containing petrolatum (or white i 

petrolatum) as a single ingredient to state: “See a doctor if condition lasts more ./, .-I ” j ” “< / ,, /d. ,(, ._. , ‘) 

than 7 days.” 

With regard to the suggestion that the warning in § 347150(c)(4) be revised, 

after the submission of thi.s com.ment, the agency published a similar warning 

” for OTC first aid antibiotic drug products (52 FR 47312 at 47324, December 

11,1987) and OTC first aid antis&tic drug products (56 FR~33644 at 33677, 

July 22,19X). The agency is revising the warning in § 347.5D(c)(4), 

accordingly, in the new format required by § 2Oi.66. - _ ’ x ..- 
.._* .” _.,1, .._ .,.“I __.“S,. .“/..,,_ .“,. -. . . 

. /_ 

(Comment 30) One comment considered” the, two general warnings in . - -, “’ ^ 

§ 330.1(g) unnecessary for 100 percent petrolatum. The comment cited two “. 

references (Refs. 99 and 100) to support its contentiorrthat petrolatum is a 

uniquely safe OTC drug and presents no risk to the health of children from. 

misuse, overuse, or abuse. - 

The agency finds the information in the cited references. (as well as the 

information in § 172.880 regarding the regulation of petrolatum as an approved 

food additive) insufficient to support an exemption for 30 to 100 percent 

petrolatum from the two general warnings in § 330.1(g). References 99 and 106 

list petrolatum concentrations at 0.02 to 5 
. _ 
percent, significantly lower than the 

. . . 

concentration range included in the monograph. The agency revised the “ 

wording of these warnings in § 330.1(g) in the final rule for the new .OTC drug _ - “. 

product labeling format (64 FR 13254 at 13294). 

(Comment 31). One comment stated thatthe agency’s proposed directions 

for sodium bicarbonate for use as a soak in a tub. alJow for atopical use 
. _. 

concentration of about 0.3 percent, which is less than t,he dosage range for 

topical use of 1 to 100 percent (54‘FR 40808'at 410818). 
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The agency has reviewed its calcujations and agrees with the comment __ ,. .,. 

that the proposed directions for use as a soak in a tub allow for a topical 

concentration of less than 1 percent, depending on the amount of water in 

the tub and the size of the cup used. However, these directions are consistent 

with those suggeste’d in the literature (Refs. 101. through 104). When these 
_ 

measurements are made by consumers, they may not be prkcise. Accordingly, 

in this final monograph, the agency recognizes that it is not possible or critical . .I 

to make a precise determination of the use concentration for this ingredient. 

Thus, the agency has revised its recommendations. 
v  I 

(Comment 32)‘The agency has considered topical starch (formerly known 

as corn starch) in several rulemakings: In the advance notice of proposed 

rulemaking for OTC.skin protectant drug products (43 FR 3’46’2”i3”‘Gt ‘3X%%), 

the TFM for OTC skin protectant drug products (48 FR 6820 id 6Si8), the TFM 

for OTC skin protectant poison ivy, poison oak, poison sumac, and insect bites 

I..“. . 
drug products (54 FR 40808 at 40812 to 40822), the Miscellaneous External 

Panel’s statement on OTC diaper rash drug-products (40X3$336 at 39439, ’ 

September 7, 1982), the TFM for ‘OTif skin protectant diaper rash drug 

products (55 FR 25204 at 2.5232), and the TF,@ (53 FR '30%6'$t‘30782) and 

.,. 
final monograph (55 FR 31776 at 31780) for OTC anorectal drug products. . 

Based on the evaluations of the Topical Analgesic, Miscellaneous External, ’ 

and Hemorrhoidal Panels, and the subsequent inclusion of topical starch as -_ 
_, _._*_ / 

a protectant in the final monograph for OTC anorectal drug products and’ in 

the TFM for OTC diaper rash drug products, the agency is including topical 

starch at a concentration of 1.0 to 9~8 percent as an active ingredient under 

§ 347.10(q) of this final monograph for OTC skin protectant drug products. The ../_, . I . 

agency is including a minor skin irritation indication for the skin protect&t 



uses of topical starch in § 347.50(b)(6). B uses of topical starch in § 347.50(b)(6). B ecause to$ical starch should not be“ ecause to$ical starch should not be“ .’ .’ 
, , 

used on broken skin, other conditions (e.g., cuts, scrapes, chapped/cracked used on broken skin, other conditions (e.g., cuts, scrapes, chapped/cracked 

skin and lips) are not included in this-final monograph. Warnings applicable skin and lips) are not included in this-final monograph. Warnings applicable 

to topical starch drug products in a powder dosage form are included in 

$j 347,.50(c)(6). 
I”. _:. . . . . 1”‘,,1 ,“_ . ,., _ ,,. ,” (, ,. \ .., /\, # , ,. ,, 

(Comment 33) Two comments from the same company requested that 

vitamins A and D be added to the list of Category I active ingredients in the 

skin protectant monograph. The comments stated that shark liver oil, which 

contains significant quantities of vitamins A and D, is-an oleaginous substanc ii? - -. -” 

that provides lubricity and emolliency. The comments mentioned that vitamins 
, ,’ -._ ~_ _’ 

A and D, like cod and shark liver: oi;ls, have an emollient nature that provides . . . 

a physical barrier to an irritant an.d aids in the ,temporary relief of minor skin 

irritations. The comments added.that”these oleaginous.substanctiS s can lessen 

dermal injury caused by friction and lessen itching and dryness caused by 

water loss from the stratum corneum, thereby providing additional protection 

for exposed skin. The c,omments cited the Hemorrhoidal Panel’s for exposed skin. The c,omments cited the Hemorrhoidal Panel’s 

recommendations on the. safety and topical use of vitamins A and D (45 FR recommendations on the. safety and topical use of vitamins A and D (45 FR 

35576 at 35630 and 35634). Another comment stated that ,a number-of the 35576 at 35630 and 35634). Another comment stated that ,a number-of the . . 

claims recommended by the Hemorrhoidai Panel in the adva.nce notice of. claims recommended by the Hemorrhoidai Panel in the adva.nce notice of. 

proposed rulemaking for OTC skin protectant drug products (43 FR 34628 at proposed rulemaking for OTC skin protectant drug products (43 FR 34628 at 

34648) should be listed in the monograph for the ingredients vitamin A and 34648) should be listed in the monograph for the ingredients vitamin A and 

--?I.---:- 77 

(cholecalciferol) as single ingredients for use as protectants in OTC anorectal ._ “, : ‘- ., j 

drug products but did consider these ingredients in its review;‘~~.~ngr~~ients” 
,’ 

used for wound healing (45 FR 35576 at 35655 and 35656). The Hemorrhoidal 
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Panel concluded that the data submitted were insufficicint to, prove 

effectiveness of vitamins A and D as wound healing agents and classified these 

ingredients in Category III for this use (45 FR 35576 .at’ 3569Zind 3,5656).-The ;, ‘, 

agency did not include vitamins A or’D, in”the anorectal final monograph 

- _ _ 
because no data were submitted to suppc ort the effectiveness of these 

_. -- . -- . _-w- 1 
ingredients tar protectant uses. However, the Hemorrhoidal Panel 

recommended that cod liver and shark liver oils,be included,in the Category 

I list of active ingredients for use as protectants in OTC anorect.al drug products 

(45 FR 35576 at 35630 and 35634) and the agency concluded that these oils 

are monograph ingredients (55 FR 31776 at ‘32780). The agency pointed out .- 

in-its proposed rulemaking for OTC diaper rash drug products (55 FR 25204 

at 25225) that vitamins A and D have not been.classifie~d as,skin protectants 

in any rulemaking in the OTC drug review; concluded that additional data are 

needed, and placed these ingredients in Category III. 

Because no-data were submitted to support the effectiveness of vitamins 

A and D for skin protectant uses, the agency concludes that these ingredients 

are nonmonograph when used individually or in combination other than as 1 

i a component of cod liver oil listed in 5 347.10(e) of this final monograph. j. . 

(Comment 34) In the TFM for OTC first aid antiseptic drug products (56 

FR 33644 at 33650), the agency deferred data on a physical barrier cream ‘, 

product with protective claims to the rulemaking for OTC skin protectant drug . _ ,, .,, .., * I* r , ,_” . . _ .,, _1 .“, 

’ products. The cream product contains a combination of ingredients: Cetyl 

alcohol, glyceryl stearate, isopropyl palmitat.e, stearyl alcohol, and beeswax, ..,) ,,.. -,_ 

labeled as “skin wound protectant” ingredientsThe product labeling states 

“helps protect minor cuts, burns, and skin irritations against contamination.” 

This claim is very similar to the claim included in § 347.50’(b)(l) of this final 
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monograph. The submission included the results of animal and human. s.afety 

studies on the finished product, including LD50 in mice and rats, acute dermal 

toxicity studies in r&bits, 48-hour and 72-hour primary irritation studies in 

humans using occlusive patch tests, and 21-day cumulative irritation studies. 

The submission also included,reports of studies on the.cream product’s 

protective barrier effect and a clini.cal. study to evaluate safety and 

effectiveness. The clinical&.rdy was described as a randomized, controlled, 

double-blind, parallel-group comparison of two products to determine the _,, 
- ^^ _ T . x. . IT 

cream product’s safety and effectiveness under actual use conctrtrons. ‘J’ne 

control formulation was not provided. 

The agency finds the submitte.d,,data.i”~suff~~~~,ent~to e&&li& the&~ ,., __ . _ II 

protectant effect of anv of the ingredients present in the cream product because 
A u 

the contribution, if any, of each of the individual active ingredients cannot 

be determined. The Panel.recommended that theSe~~e_ed,~be_no~,~imit,~o~.the be determined. The Panelrecommended that theSe~~e_ed,~be_no~,~irnit,~o~.the _r _ _r _ 

number of skin protectant-ingredients that may be combined in a product (43 number of skin protectant-ingredients that may be combined in a product (43 

FR 34628 at 34631). However, each ingredient must make a contribution to FR 34628 at 34631). However, each ingredient must make a contribution to 

the claimed effect(s) in order to b.e.deemed‘an active ingredient the claimed effect(s) in order to b.e.deemed‘an active ingredient 

(§ 330.lO(a)(4)(iv)). Further, the agency notes that the Miscellaneous External 

Panel classified the ingredients cetyl alcohol and stearyl alcohol as inactive 

in the advance notice.of proposed rulemaking for OTC alcohol drug products 

(47 FR 22324’at 22326, May 21, 1982). In addition, the Dental Panel classified”~ ‘ 

beeswax as inactive in the advance notice ot proposed rulemaking ror UK 

drug products for the relief of oral disco,mfort (47 FR-22712 at’227;15). No 

additional data on these, three, ingredients have been submitted to .any 

rulemaking in the OTC drug review. The other two listed- active ingredients, 
-.- . 

glyceryl stearate and isopropyl palmitGt”e;‘have not been considered in any 
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rulemaking in the OTC drug review. Consequently, the agency concludes’that 

the safety and effectiveness dat.a.~a;re i,ns.ufficie,nt, on be,e%vv.w, cetyl alcohol, 

glyceryl stearate, isopropyl palmitate, and stearyl alcohol. Therefore, these 

ingredients are being’included in § 310.545(a)(18) as nanmonograph. 

(Comment 35) Two comments contended.that, as a class, skin protectant 

ingredients may be combined with more different types of therapeutic 

categories than any other class of ingredients. However; in the TFM, proposed 

5 347.20 does not list any ingredients othe”r than skin protectant ingredients 

that may be combined.. The comments stated th.at skin protectant ingredients / . ._ ,I 

have been found appropriate for use in combination with several other 
,, . , ,,- .~,,_. ,I I, ,” _ _. _.“._ 

ingredient categories in other OTC drug product rulemakings. The comments I 

requested that the agency include a provision in the final monograph allowing . ,. . ,” ., 

the combinatjon of skin protectant ingredients with any therapeutic class of 

ingredients when such a combination has been fou,n,ci appropriate by any other 

OTC advisory review panel. 
. _) 

Proposed § 347.20 in the skin protectant TFM was published in the 

Federal Register on February 15, 1983, before the TFI& for many other 

categories of OTC drug products. Subsequently, based on panel ” \& . . + I _.” _ , I. _ 

recommendations in other QTC drug rulemakings and the TFMs for OTC 

w 
external analgesic drug products (48 FR5852 at”5868), OTC first aid antiseptrc 

drug products (56 FR ZB644m af.3$?$‘77), and OTC’sunscreen drug products (58 ._. ,_,_ 

FR 28194 at 28296, May 12,1993), this final monograph includes skin 

protectant active ingredients in combination with other ingredients from these 

therapeutic classes. 

Therefore, the agency has further considered and expanded the ingredient . 
- - . . - 

combinations, inchided in 5 347.: 2O-of this final monograph, including skin 
, _.( ; -_ ,.,,- ., .,,, -/.. 
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protectant-sunscreen combinations in § 347.20 I (d). The agency is also amending 1 ^. __.,, .‘, . _. ,A, I .“a,. , .” ,_ /./-, /1. c ,/., .\*. 6. ,,z ‘,.“..“, ,_,__ I iitl.C” _.. ,. ,/ 

the final monograph for OTC suns,creen~ drug products (64 FR, 27666, May zl. 
- - . _ . . 

1999) to include sunscreen-skin protectant drug products. Further, the agency . ~ _: .I 
. . . - % . . . . 

mav be expanding the permitted combmatrons J I I i-n § 347.20(b) and (c) as data 

. . c. --- 
submitted to the rulemakrngs tar U’L’C ex ternal analgesic and first aid antise$c ” 

drug products are evaluated and the final,mpnc “I ographs for those OTC drug 

. 
classes are issued. 

III. Conchdon 

Based on the available evidence, the agency is issuing a final mom Igraph 

establishing conditions under which QTC s&n. protectant drug products are 

generally recognized as safe. and effective” and,. not misbranded. Any drug 

product labeled, represented, or promoted for u,se as an,..OTC skin protectant 

drug that contains any of the ingredients listed in § 310.545(a)(18)(i)(A) or 

(a)(l8)(i)(B) or th a is not in conformance with the monograph (part 347) may t 

be considered ,a new drug within the meaning of section 261(i) of the act (21 

U.S.C. 321(p)) and misbranded under section 502 of the. act: Su.ch.a_,drug 

product cannot be marketed, for &&I protectant uses unless it is the subjects 

of an approved application under section. 505 of, the ,act (21 U.S.C. 3.55) and 

part 334 of the regulations (21 CF‘R part 314). An appropriate citizen petition ” ,. ., - _ ,L. ,I,, ,. ., , ___‘ _..^/I/.” .-. _. \, . ,,, .II Lo ,, ,,,“, *a, > “, .ll(.l 

to amend the monograph may also be submitted in accord with 21 ‘CFR,,i&@ ‘_ ‘:, ‘:I: 

and 330.1O(a)(12)(i). Any OTC skin protectant drug product initially I 

introduced or initially delivered for introduction into interstate com~merceafter.. , ,” “. ,. , 

the compliance dates of the. final rule, for 5‘ 310 1.545(a)(18)(i)(A) or this final 

rule that is not in compliance with the regulations is subject to regulatory _ ,I. 

action. .” ,. ., . . ._ 
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Our decision to revise the warnings set forth in this final rule is based _ 

on comments made in response to’the proposed ‘rule. Mandating warnings in ,. . 

an OTC drug monograph does not require a finding that any or all of the OTC ‘. _) ” _.. 

drug products covered by the monograph actually’caused an adverse event, >./_ .._b < / j.*, _ , ..c.. “. ,.. 

and FDA does not so fin,d. Nor does IDA”‘; re,$uirement of warnings repudiate 

the prior OTC drug monographs and monograph rulemakings under which the >m1 

affected drug products have been lawfully marketed. Rather, as a consumer 

protection agency, FDA has determined that warnings are necessary to ensure , I .*. . ._ , ._ _. 

that these OTC drug products continue to be safe and effective for their labeled 

indications under ordinary conditions of use as those terms are defined in the ,, 

the act. This judgment balances the benefits”.of these .drug products against 

their potential risks (see 21 CFR 330.10(a)). 
I 

FDA’s decision to act in tWinstance mdnot Ilne@.the stawk& of proof 

required to prevail in a private tort action (Glastetter v. Novartis 

Pharmaceuticals, Corp., 252 F. 3d 986, 991 (8th Cir. 2’002)). To mandate 
.I 

warnings, or take similar regulatory action, FDA:need not show, nor do we 

allege, actual causation. For an expanded discussion of case law supporting 

FDA’s authority to require such warnings, see the final rule entitled “Labeling 

of Diphenhydramine-Containing DrugProducts for Over-the-Counter HumanS, 

Use” (67 FR 72555, December 6, 2002). 

IV. Labeling Guidance 

In the Federal Register of March 17,1999 (64 FR 1325$), FDA established 

a standardized format and standardized content for the labeling of OTC drug 

products. Table 1 of this document shows .hoW thSe‘,NVarni,ngs proposed in the 

TFM have been revised in this, final,rrl,e bas.e.l qn comments received and , .,” 1. -_-,#,~~~~~.“.i.-. z, 1.1”.+1 ,,.. _-_i *” .‘” a .,., .*_,a se_ .,,.. F.**rxr*,s, .,,,., _ ,, _* _ _ _I , _ 
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using the new format in 5 20i.66. Using the format in § 201.66(c)(4), the a, ,‘ 

warnings in §§ 347.50(c) and 347,52(c) appear as follows: : 
TABLE 1 .-REVISION QF PROPOSED MONOGRAP.H,WAR,~JINGS To NEW FORMAT 

I Skin Protectant Tentative Final Monograph Skin Protectant Final Monograph I 

Do not use on 
Not to be applied over deep or puncture wounds, infections, or l deep puncture wounds l animal bites 

lacerations. Consult a doctor. Do not use on broken skin. l serious burns l broken skin’ 
I 1 

When using this product 
Avoid contact with the eyes. l do not get into eyes 
Keep powder away from child’s face to avoid inhalation, which l keep away from face and mouth to avoid breathing it 

can cause breathing problems. l in some skin conditions, soaking too long may overdry 
Take special care to avoid slipping when getting into and out of l to avoid slipping, use mat in tub or showkr 

the tub. 

Stop use and ask doctor if 
If condition worsens or does not improve within 7 days, consult l condition worsens 

a doctor. l symptom’s last more than 7 days or clear up and occur again within a few days 

For external use onlv. For external use onlv* 
t t I I I I 

t Only required for powder products containing kaolin or topical starch. See 9 3:47.56(c)(6). t Only required for powder products containing kaolin or topical starch. See 9 3:47.56(c)(6). 
., ., i .~ ., ., i .~ ,- ,- l,,. l,,. 

*In bold type on the line immediately following the line for the Warnings heading. See $201.66(c)(5)(i) and (d)(6). *In bold type on the line immediately following the line for the Warnings heading. See $201.66(c)(5)(i) and (d)(6). 

. . . . 
Section 201.66(d)(lO) (21 CFR 201,66(d)(lO)), which sets’forth format-and Section 201.66(d)(lO) (21 CFR 201,66(d)(lO)), which sets’forth format-and 

content requirements for OTC drug product labeling, establishes a modified content requirements for OTC drug product labeling, establishes a modified ,. ,. 

labeling format for small packages that need more than 60 percent of their total labeling format for small packages that need more than 60 percent of their total 

surface area available to bear labeling to meet the format requirements of” surface area available to bear labeling to meet the format requirements of” 

§ 201.66(d)(l) through (d)(g). The agency stated in the final rule that § 201.66(d)(l) through (d)(g). The agency stated in the final rule that 

establ,ished these labeling requirements that it would consider additional establ,ished these labeling requirements that it would consider additional 

approaches for accommodating certain products’ in their respective 

monographs, taking into consideration the risks and benefits of the. drug, the 

intended use, and the need to communicate limitatio,ns” or r,estrictions~ about i r 

the use of the product to the target population (64 FR 13‘T5;2 8 T3230). _, 

In the final monograph for OTC sunscreen drug products (64 FR 27666‘ ” 
_ - -~ - -~ - :. ^ -. - - 

at 27678), the agency discussed modified warnings for lip balm products and 

stated that it expects to adopt the same modifications when it ‘issues the final 

m,onograph for OTC skin protectant drug products. Accordingly, the agency 
^. : . j , I., ;_ . 

is establishing additional labeling exemptions for lip balm/lip protectant ^ ‘I 
products that meet the criteria established in ~2OKX%(d)(lO). The 

specifications for products.formulated and labeled as a lip protectant or lip . _ . ,I <. _( _.. ._. 



1 : . 

39 ) 

balm that meet the criteria established, in>§ iOl.6fj(d)(16) are in § 347;50(e)of 

the skin protectant final monograph. In making this determinat& for lip . 
. 

protectant/lip balm products, the agency considered a number of factors that ‘ ~ _. 

were discussed in the fina!,ru.le.that estabhshed the new OTC drug product .” II,-/ <““-( “/,,jw .,.,, I. “:‘“‘” < *_.ly* “‘.‘“.e* 1 xx., 

labeling format in § 201.66 (64 FR 13’254’at r3;2’76). These factors include the 

risks and benefits of the dru.g, the intended use, and the need to communicate 
,~_ 

limitations or restrictions about th.e use,ofthe product to the target population. 

Lip protectant/lip balm products are typically packaged in small amounts, . ; , “. 

applied to limited areas of the body, have a high therapeutic index, carry 

extremely low risk in actual c.onsu.mer use situations, provide a favorable 

public health benefit, require no specified dosage limitation, and require few 

specific warnings and no general warnings (e.g., pregnancy or overdose ,” . 

warnings). For these reasons, the agency has concluded-that minimal 

information is needed for the safe and effective use of such, products. 

The agency is also including in this final rule some modified labeling -- \ . , . _. _ 

requirements in § 347.50(f) of the final monograph for products containing” only . 

cocoa butter, petrolatum, or white petrolatum singly or in combination with 
” 

each other when marketed other than,,asa 1,ip protectant or lip balm. In making “.. . , _ 

this decision for cocoa butter, the agency considered the tactors discussed in 

the previous paragraphs and the Pan4’s recommendati~.ns 0.n ~cocoab~tter,~~~e ,. ,_ 
,. 

Panel stated in its safety evaluation of cocoa butter (43 FR 34628 at 34635) 

that “No reports regarding the safety of cocoa butter have been specifically . 

identified. However, the Panel recognizes that its safety has been established 

by its wide and continuous use in pharmaceutical products and cosmetics. 

-e_ _ _ - . _ . . . T . 
Clinical and marketing experience has contirm.ed,t&t. c! v A ixdm$ter is ..* x. safe& .L^L,,/.. ^... I. _ -. 

the dosage range used as a skin protectant.” .: ; Thus, these products have an _. ” 



extremely low risk in actual consumer use situations: In addition, the agency 

has considered the OTC uses for this ingredient as providing temporary 

protection of minor cuts, scrapes, burns, and chapped or cracked skin and lips. 

Application to these areas for these uses yill likely be infrequent and to 

limited areas of the body. In making this decision for petrolatum and white 

. petrolatum, the agency considered the factors discussed in the previo us 

paragraphs, the Panel’s recommendations, and the evidence an d data described A “I. 

in section II., comment 29 of this document. The Panel stated in its safety ,,Il..v ,l. “I.. ,/s.,.*. _ 
. ,  

. ( .  -  . ,  Y -~_ 

evaluation of petrolatum preparations (43 FR 34628 at*‘3”4639) that “Petr,olatum 

is not absorbed through intact or injured skin and is neither sensitizing nor 

irritating. Large amounts are essentially nontoxic when ingested in liquid 

laxative preparations. Clinical and marketing experience has confirmed that ’ 

petrolatum is safe in the OTC dosage range used as a skin protectant.” As noted 

for cocoa butter, the agency has considered the OTC uses for these ingredients _ 

and believes that application to these areas for these, uses vvill,likely be 

infrequent and to limited areas of th.e body. The agency concludes that 

petrolatum and white petrolatum have an extrem-ely low risk in actual 

consumer use situations. Moreover, both products provide a favorable public. 

health benefit, require no specified dosage limitation, and require few specific 

warnings nad no general warnings (e.g., pregnancy or overdose‘warnings). I, ..^~. ,^ ,” ./ . ^ _ 1 .I . I . ..j “, /. ,. I / 

V. Stay of 5 347.20(d) and Part 352 ^~ 
. . . . . _,l . __) . 

The agency is lifting the stay for the sunscreen monograph in part 352 .._ ‘,..._<“,., “- . ,,. ,^ j 

for the sole purpose of amending the codified language as set forth in the skin 

protectant final monograph. Once the codified language is amended, part 352 

will remain stayed indefinitely. The agency is also staying § 347,29(d) because 
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it involves combination products that contain sun’$k%kKYrctive ingredients. To 

the extent, that 5 U.S.C. 55-3 applies to this action, it is exempt from notice 

and comment because- it, constitutes .a ruleofprocedure under 5 U.S.C. 

553(b)(3)(A). Alternatively, the agency’s implementation of this action without 

opportunityforpublic comment &LX- -s-2*1,.'- +L- ---;1 -m*xm- --rr opportunity for public comment comes with_in the good cause exceptions in 

5 U.S.C. 553(b)(3)(B) in 5 U.S.C. 553(b)(3)(B) in that obtainingjkrblic comment is impracticable, _- ._,) . . . ._ 

unnecess~ary, and contrary to the public interest. The agency complied with unnecess~ary, and contrary to the public interest. The agency complied with 

the notice and comment procedures in 5 U.S.C. ,553 -xh~en it issue the notice and comment procedures in 5 U.S.C. ,553 -xh~en it issued the skin, ,._ ‘ 

protectant final monograph set forth in this notice. The agency is lifting the .~, ,. _ _jl x. ^, , ,. _ 

stay for part 352 in order to revise part 352 to be consistent with that 

monograph. As the agency stated in the Federal IGbgister of December 31,2001 

(66 FR 67485), FDA intends to publish a proposal to amend part 352 in order ,_., “” 

to develop a comprehensive sunscreen monograph that addresses for’mulation, . . _“’ II ,,. 

labeling, and testing requirements for both ultraviolet B (UVB) and ultraviolet ,. I .I., “_. ..” .^. ,,, 

A (UVA) radiation protection. That amendment will propose a new effective 

date for part 352 and for § 347.20(d):Thus, there will be in opportunity for 

_ __ 
public comment on the aew.ef~~tectiv,~:date vv! - 

to part 352. In accordance with 2.7 
L 

ithin the proposed amendment . .._. .*,a _,x __u.” 

i(e)(l), FDA is providing an 
(. 

opportunity for comment on whether this partial stay should be modified c 1-r 

? ..; “..E ,,,. a.“_- ._.,,_. ,. ..A,,. /, . . . . ,,,.(/ . ..“I_” /, ~ ._,., , ,“” /_ x. 

VI. Analysis of Impacts 

An analysis of the costs and benefits of this regulation, conducted under I _/ _ 

Executive Order 12291, was discussed in the TFlv? for-OTC skin protectant drug 
< . 

products (48 FR 6820 at”6831). The agency certified.that under the Regulatory 

Flexibility Act the proposed rule would not have a si,gnificant economic impact ., - .‘ 



a3 

on a substantial number of small,,entities., No comments tiere received on the , i_, / __,, .ii ,,” ,. _ I . . I.r j .._,A .* -1 .,e* ,r, ., .ee”.>/ il___(nl” *“, . _ , ,, .I 3 i j 

economic impact of this rulemakmg. 

FDA has examined the impacts of the final rule under Executive Order 

-^,...” _ 
12866, the Regulatory Flexibility Act (5 U.S.C GOl-612), and the Unfunded .” 

Mandates Reform Act of 1995 (2 U.S.C. 1,,5~.j~,ef~g~q.). Executive Order 12866 

directs agencies to. assess. all costs .,and,,be,n&ts of available regulatory .~, A./ -. , ;. /.x^~,*y~/ .I d I”.s .re‘ **ai 

alternatives and, when regulation is necessary, to select regulatory approaches ,^. /‘.L_ .,. _ __ .-* _ i.,‘ “” ,- x,i _, 

that maximize net benefits (including potential economic, environmental, 

public health and safety, and other advantages; distributive im$acts, and 

equity). Under the Regulatory.Flexibility Act, if a rule may have a significant I , . ,” \ __ _,,. (^.. I.~ I, ̂ .~_A-..” , ,, ,. I.. ._ . . _ . .- __x. , 

economic impact on a substantial number of sm,+JJ. entities; an agency must 

analyze regulatory options that would minimize any significant impact of the 

rule on small entities. Section 202(a) of the Unfunded Mandates Reform Act 

of 1995 requires that agencies prepare a written. statement and economic 

analysis before proposing any rule that may result in an exependiture by State, 

local, and tribal governments, in the aggregate, or’by the private sector, of $100 _” . 

million in any one year (adjusted annually for inflatfon). The proposed rules ~,. ._ 
_ - * _ - _ . . . .._ em 1 . . ..* * 

Iebruarv that have led to the d,evejqpment ot this tinal rule were published on l?‘c 

15,1983, and October 3,1989, before the Unfunded 1 

1995 was enacted. The agency explains in this final rule th I at the final rule 

wil 

the 

.l not result in an expenditure by State, local, and tribal governments, in .I , _ ^, ^. . 

aggregate, or by the private sector, of $100 million in any one year. 

The agency concludes that this final rule is consistent with the principles 

set out in Executive Order 12866 qgd in these, two, st”$ _,,., _I_,- jtr .,., j. ,,-,. rtutes The final rule is .” ,?“” _.,,A. :. “, *o, ,e”._( -Y .,,.i.1*,_, ‘r.‘rr..^axi.,.rir,;r‘.., ” -, ., . ..~ 

ive order and so not a significant regulatory action as defined by the Execut: “. 

is not subject to review under the Executive order. The Unfunded Manda@~ I.I ,,_, I ._.“. ^Iy .__ _/_ ,x _ ,. ,. _.^l”.., ,.., I ._,_ ,,,. -^XF-. .~ _ 



Reform Act does not require FDA to prepare a statem ent of costs and benefits 

for this final rule, because the final~rule. is nqt E jxpected to result in any l- 

year expenditure that would exceeds $100 million adjusted for inflation. The 

current inflation adjusted statutory threshold is about $liO”million. 

The purpose of this final rule is t.o est,ablish allowable monograph s.. ̂.. /I.,ci j”.rl”^../,l r~,,~rr.*r..*,c:” 

ingredients and.labeli,ng under which OTC skin protect-ant drug products are 

generally recognized as safe and effective. Of the, 29, aciv~e,.ingredients 

considered in this finalrule, 19 are being included in the final monograph 

while 10 are not. Of the 10 not included 1 is deferred to the final rule on ,-*_., _..,.l;_- b -.,> 

OTC skin protectant diaper rash drug produ - -- cts and 1 may be included pending I) ,, ,. ,; P_ <,. ~ -‘.I\, 1 . _; ,ii .? ., 1\ ,;“. / *. ).... : 

development of a USP/NP,monograph for the ingredient. 

Produ,cts containing the remaining eight active ingredients will need to 1 ,, _,a.__. ..,. “.>l ,.,. ._ #. . ..,.. ,^,. .__. i, 

be reformulated to delete amlreplace the ingredient(s) with another 

(monograph) skin protectant active ingredient or an inactive vehicleAs 

discussed in section II, commenf”3X’of this document, at least three and maybe 

five of these eight ingredients also could be used as inactive (vehicle) 

ingredients in topical drug products. Therefore, some of these manufacturers . .~ .‘ ( 

may be able to relabel their products without reformulations to comply with 

this rule. 

The agency’s Drug Listing System identifies approximately 4,000 drug VI ,_ ,< ,,‘” “/__,. .,_ _ ., “. . . a.., ._j, L,~,” .‘,l “I .wjx. >,,, . . . ,.“, _,_., -.l~.ll. ̂, .I” _.,/ ̂ ,. ;_ \./ 

products containing these 8 ingredients; however, only a limited number of 

these products list these ingredients as active for a,skin protectant drug product 

(table 2) in the next paragraph of this document. .” 
, 

TABLE ~;-‘NUMBER OF ‘MARI$TE,~% WRi ..’ 
I~ ..,. 

PFK~DC~C”TS LISTING ‘l~&DlEtifS AS 
ACTIVE ^ 



The cost to reform&&e a product x&vary greatly depending on the 

nature of th,e change in formulation, the product, the prnrecc 2nd the size of’ 

the firm: Some..of the 33 .manufacturers of the.50 products containing - +.xde.~l.hs-“,M ir^lviii~~iainirrrri~~,~ 

nonmonograph active ingredients may not have to reform,uJate.. For thos.e, ,_ _ _ _ 

products that need reform~ulatjon, the cost can be significant. Because of the 

large number of monograph active ingredients available for reformulation, no ,. j, _’ .’ 

manufacturer should need-to change its dosage form; however, it will have 

to redo the validation (product, process, new supplier), conduct stability tests, 

and change master production records. The agency estimates the cost ot 
. 

reformulation to range from $100,000 to $500,000. Therefore, , if all 50Wproducts 

are reformulated, the midpoint of the cost estiniate implies total costs of $15 .__ 

million. However, the agency believes the total costs willbe much’sma&r 

because not a)1 rnanufac~~~,ers~.,wi_ll. have to reformulate. and some may ‘choose .IX/ “d _ C.~._.. .ll<“ll.-,..el b_, “, ;, (_.A _<.e_*,. de. _mhI- eu**,jTl ,,*,. L.,> (- 

to discontinue a‘product line if sales are too-low.to,justify the added cost and/ 

or they also produce substitute products that do not ,require reformulation. 

Because these products must be manutacturecj .in complial 
- . n .a 

** ace with the 
A I 

pharmaceutical current good manufacturing practices (21 CFR parts 2’10 thud 

‘211), all firms would have’the necessary skills and personnel to perform these . . “^_ 
_.-. _. _ a_ _ ..‘ 

Inal professional ,. tasks either in-house or by contractual arrangement. No additic - 

skills are needed. 

This final rule establishes the m.on.ograph for OTC skin protectant drug 

nroducts and will reauire relabeling of all nroducts covered bv ,the monograph. 

The agency’s Drug Listing System identifies approximately 1,300 OTC skin’ 

nrotectant drug products containing the 29 ingredients covered bv this fina 1 I “I ,- -_ 

rule. It is likely that there are a number of additi~onal product$ihat are’not .’ 
..‘ . _ _ _ 

currently included in.the agency’s ‘sy&Gri. Also, as indicated previously, a’ “., , . _i,_ ” * j 

., ‘ _ 



number of the skin protectant ingredients can be and often are u.se.d as,,i,na,ct&,, ,, ,/_. .I ,. 

ingredients in many of the OTC drug products included in the Drug’Listing 

System. While it is difficult to determjne ,a,n~~e~ac,t number, the agency _ .s ~ic”‘**,.“i,,. , 

estimates th-at 2,000 to 2,500 OTC stockkeeping units (SKUs) (individual 

products, packages, and sizes) will need to be relabeled,b.ased~gn this final __ 

rule. Based on information i,n the, .Drug Listing System, the agency estimates 

there are at least 200 manufacturers an,d.700 marketers of these products. It‘-I^Ixm ,V^“.S”” il.,. _ %“.,.l: ‘~x’~~*“k~ ,., _.I \.* ̂ .. ~ a*./ 

Marketers, however, generally do not incur these costs because”,man,~ature~..~ ,,I, - ,“,,,_ “_,_ _ I .__,, . l_._ 

Estimates of relabeling costs for the type of changes required by tl: ris rule 

vary greatly and range from $500 to $15,000 per SKU depending on whether 

the products are nationally branded or private label. The agency assumes the _ ._ 

same weighted average cost to relabel (i.e., $3,600 per SK1 U) that it estimated 

for the final rule requiring uniform label formats of OTC” drug products (64 
z ,. -A, +.' ._r ._ 

of OTC drug products are usually responsible for product labeling, testing, and I, 

formulation. 

FR 13254 at 13279'td 13281). Assuming 2,000 to 2,500 affected OTC SiSUs 

in the marketplace, total one-time costs of relabeling ‘would be $7.2 to $9.0 ~ 

million. Because frequent labeling redesigns are ‘a r ecogniied cost of doing I” j . -,., .” ., _ ..,_, .> I. “_ i.. ? .i.- _ ./_‘. \4, >.. ,. ,” ._“, j ^ 2. _~ 
,.-. . 

business in the OTC drug industry, these costs may be less. Manufacturers that 

make voluntary market-driven changes to their labeling during the 

implementation period can implement the regulatory requirements for a 

nominal cost. The final rule would, not require any new reporting or 

recordkeeping activities. -;., 

This final rule may have an economic impact on some small entities..The ,. 

agency’s Drug Listing System indicates ,&a&about -700 marketers. will need to. ,” b -_... 4..-AM i .L .+“,Z.. l,,,^“. ~“.S. “,*“, /I ._,__.j_, ,li_, ,Il_l ;;,~,r.r^h”~u~rx-,,~~~~:~~ __ i-i.%_-~x.. / . ~~,__,.a ..j. ._ 

relabel, and that this relabeling will be prepared by about 200 IX manufacturers, .._ 

_ - / .““,. _.._ 
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most of which are private label or contract manufacturers. &se,d on the Small 

Business Administration’s determination that asrrall firm inthis industry has 

fewer than 750 employees, roughly’ 70 percent of the firms are considered 

small. The economic impact on any particular firm is very difficult to measure, 

because it will vary with the type and number of products affected, the number 

of SKUs per product, and the ability to coordinate these label changes with 

those required for other purposes. For example, assuming average industry )” _ 

. 

costs, a small company that had 5 products with 3 SKUs each, for a total of 

15 SKUs, would experience a one-time cost of $54,000 (15 x $3;600). A small 
” ._I,.“... ; .___ ,. ,: ‘ 

private label manufacturer with the same product iine‘and 10 customers per ‘- _( i 

SKU, for a total of 150 SKU’s, would experience a one-time cost of $540,600 

(150 x $3,600). If one or more products needed’to’be reformulated, -the costs , . . . j ,,,b 
“.. . , 

would increase by $100,600 to $506,000 per reformulation. Some of these - 

relabeling costs may be mitigated to the extent that manufacturers can 

coordinate this relabeling with relabeling requirements for the standardized 

format and content labeling requirements of OTC drug products (§ 201.66) and 

the sunscreen rule. Products with annual sales’less than $25JXXYhave 1.‘ “’ 
,__, 

additional year. Therefore, many of the labeling revisions may be done in the 

normal course of business. These steps should help to minimize the impact 

on small entities by providing enough time for implementation to enable 

entities to use up existing labeling stock. The E 
_ - 

agency believes that these actions . _, 

I- y and reduction$‘in ‘costfor small entities, . provide substantial flexi bilit 

The agency considered but rej’ected several labeling alternatives: (1) A ” ^ 

shorter or longer implementationperiod, and (2) an exemption from coverage I,. 

for small entities. While the agency believes that consumers would benefit 

tram having this new labeling in place as soon as possible, a longer tim 



would unnecessarilv delav the benefit of-new .1&e&g anti I revised d 4 

formulations, where applicable, tc AZ I consumers. The agency rejected an 

exemption for small entitiesbecause the,ne,& labeling and revised ^ _” ̂,_A /.,jrL.l 

formulations, where applicable, are also neededby consumers who purchase 

products marketed by those entities. However, a longer (24-month) compliance 

date is being provided for products with. annual, s&s less, than $25,0”00.““’ “ _. .-’ ” ” - 
,. . /.L ., 

This analysis shows that the-agency has undertaken iinportant steps%’ ~ ” .’ ” ’ 1. ._ 

reduce the burden to small entities T*hus, this economic analysis, together with 

other relevant sections of thi,s document, serves as the agency’s final regulatory 

flexibility analysis, as required under the Regulatory Flexibility Act. .- ..“.” 

VII. Paperwork Reduction Act of1995 _ _^ 

FDA concludes that~th,e.,labe!ing requirements in this document are not 

subject to review by the Office of Management and Budget because they do I 

not constitute a “collection of i.nformation”under,th_e,Paperworli Reduction 

Act of 1995 (44 U.S.C. 3501 et seq.). Rather, the labeling statements are a 

rd by the Federal” ” “public disclosure 

Government to the 

of information originally s , ~..S.. .:sr ,*, ,A-,.... ;.:., _ z .~ .“_ 

recipient for the purpose of disclosure to the public”-~(5’ - 

CFR 1320:3(c)(2)). 

VIII. Federalism 
., ,., 

FDA has analyzed this final rule in accordance,v&h the”,principles set 

forth in Executive Order~13132,. FDA hai‘determined that the rule does not -, “, .*. ~. “.,*, “._*~““* **, a”eI Id- j?l,.sjl . ./“.w~J.v*, __ .S,&” . ..~“~.*.-U,b*r.-~~,,*“.iU1 . . * %Wl ,._. **. “I ‘A ILfi)id l..-I\,il.l WI, .I. .) .,> I .**s h.. ,_, (r*” t \._ _.. *.. _ -. .I., (/ / 

contain policies that .hav,e substantial~direct ,effects.o.n,the. States, on the ;. -.*/ I>i.‘lhS. 1 

relationship between National Gover,nmentand.th S.tates, or on the 

. . n 
distribution of power and responsibilities among the various levels 01 

I 

government. Accordingly, the agency has concluded. that the,,rul.e does not ._ ,,-. “. ., _. .I 
,_ 

, . . .  . ,  ,  , ”  , . . ^ _ . ,  
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contain policies that have ,federa!ism.,~.~plications as defined &the Executive. -. 

order and, consequently, a federalism summary impact statement is not 

_ 7 
required. 

IX. Environmental Impact 

The agency has determined under 2~ ,C~FR 2$3i(a) that this action is of 

a type that does not individually or cumulatively have a signilicant effect on 

the human environment. Therefore, neither an environmental assessment nor I ,,,. I 

an environmental impact statement is required. 

X. Request for Comments 

This final rule includes reduced labeling requirements for products 

formulated and labeled as a, lip protectant that meet the criteria estabhshed, I _ ‘ ^ 

in § 201.66(d)(lO) ( see § 347.60(e)); for products containing only cocoa butter, 

petrolatum, or white petrolatum identified in § +7,10(d), (m), and (r),:used 

singly or in combination with each other, and marketed other than as a.lip i 

protectant (see § 347.60(f)); for sunscreen drug products labeled for use on!y ” 
: 

on specific small areas.of the face (e.g., lips, nose, ears, and/or around eyes) _ ,. _a ., ..(_l_“/, ,._*/,. . . . _. ,‘ , , .* .* ,.,. I. _.- , ..,, ,% .^ __ , 

and that meet the criteria establ.ished in $20166(d)(lO) (see !$3Si052(f’)); and 

for combinations of skin protectant and sunscreen active ingredients (see 

§ 352.6Ofb)@), (c), and (41.. -Some 
--1 

of this L. ,., ” ‘_ : ., 
* 7 . 

modified labeling tormat tor U’l’C drug products in.$ y 201.66(d)(lO), which did 
” 1 i_ . . ., .,. . 

not exist when the TFM and amended TFM.+ere-“published. Some of this -,1.,71”- i,~.$^-.*lr _\,xNt*” *be‘,.*&, ~*“““cl”az’sul~~“tie”*w 

reduced labeling is in response to comments. specifically addressing petrolatum I_ ^ rlX ., ,.‘......,_., _-.^ ̂ _,.~. ,,,” ., ,. “, . 

and white petrolatum, which the agency has extended to cocoa butter. The.. ~ “_ ._ I _ _. 

agency is providing 90 days for comment on thespecific labeling requirements “. ” : ,__ “,_ :, . , “, ., ,.-_ ..,. . , “, ,” 

discussed in this section Comments should bei’clenfified with the docket. ., ‘,_ * Ix ,,A.. _,._.dV(i ,“a.*.,. $_,$..A r~llx~*~“-... ‘i‘_*^. \I,“* ,x”e*,; *,m,.. ./_ _s.“e,- ‘~. _ ,...,, :., .* i ,^ ̂/_. _ ^ _, _, 
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number found in brackets in the heading of this document. Three copies of .1 ,_./ ~ .,i..r, I,.. 

all mailed comments, are to be submitted Individuals, sub -.. em. .l((l(ii.i ,*rrx,.*i ,_.. . ?ai+,‘s,s,y,“N**@“s ~mit~jng written 

comments or anyone submitting electronic commentsma y submit one copy. 

Received comments may be seen in the Do.ckets Management Branch (see _d% l,~.*-s”\.e”. ,_., 

ADDRESSES) between 9 a.m. and 4 p.m., Monday through Friday. If the 

comments justify a change in labeling, the agency will propose to amend the . c ~ ;. 

final monographs accordingly at a later date:“Because the amend,ment process 
‘_ 

,. , 

can take a significant period of time, manufacturers of the products covered 

by this final rule should implement the labeling stated therein at this time, 

unless the compliance date has-been stayed. 
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21 CFR Part 310 

, 

Administrative practice and procedure, Drugs, Labeling, Medical devices, ^/ , ,>,.* ,., , ~.) s 

Reporting and recordkeeping requirements. 

21 CFRPwfs347wd352 _; _ _I ., ,, _/ j,, - 
Labeling, Over-the-counter d:rugs. 

. ,- _ 1 . ” 1 . j ,” 

Therefore, under the Federal,&&, Drug, and Cosmet’ic Act and tinde,r . 

authority delegated to the Co.rnm$&n~~ of Food and Difu$, 21 CFR .“, * .~.-~.~~j “.“L1,,~,.. _,,,*..,“*L**-, “‘ +.“_I 

347. and 352 are amended as follows 

pa&$ 310, 

PAF?T310-NEW DR,UGS. i _) ).. ..I I . 
. . ,i_,/x ..,, j”. . . . . ^._. liL..x I_ ,., ,,ux* .__. ,, 1 ” 

I. The authority citation for 2i CFR part 31’0 coriti.nues t9 read asfo)!~ws; __ x ., ^ 

Authority: 21 U.S.C. 32,1, 331, 351, 352, 353, 355, 360b-360f, 3f SOj, 361(a), 371, 

374,375,379e;42 U.S.C. 216,241,242(a),262,263b-263n. 

(a)(l8)(vi), and (d)(l), and by adding paragraph (d)‘(32) tl 0 read as Iollows: 



5 310.545 Drug products containing &%fhin active: ihgkdients offered ~ver~~~~~~ . ” ._ ‘. , “.. ,“\ : 

rtain uses. counter (OTC) for cei 

(a) * * * 

(18) * * * 

(i)(A) Ingredients-Approved as of May 7, 1991. 

-- _. . _ . \ 
Allantoin (wound he.&ng claims only) 

Tannic acid 

Zinc acetate (wound heaxing claims only) 

[B) Ingredients-Approved is of [insert date 12 months $?er date of 

publication in the Fe&raJ,.pegister]; [insei? date 24 months after date of ,. 

publication in the Fe&&_I(egister], for products with annual &es less &qq , ,_ 

Sulfur 

$25,000. 

Beeswax 

Bismuth subnitrate 

Boric acid _ ._,. ,__ , ._ .” I, ” ^ __ 

Cetyl alcohol 

Glyceryl stearate 

Isopropyl palmitate 

Live yeast cell derivative 
‘, 

.- ” 

Shark li+r oil 

Stearyl alcohol 

* * * * * 

(v) Insect bite and .s.ting drug products. 

(A1 Ingredients-Approved as of May 7; ‘1’99’1’. 
-* ” 

Alcohol 

” ‘_ . 

., 



Alc.ohol, ethoxylated alkyl 

Ammonia solution, strong 

Ammonium hydroxide 

Benzalkonium chloride 

. .,. 

< __ ,’ 
. , . ..” _. I. 

‘ . 

Ergot fluid extract 

Ferric chloride 

Menthol 

Peppermint oil 

Phenol 

Pyrilamine maleate 

Sodium borate 

Trolamine 

Turpentine oil 

Zirconium oxide 

(B) Ingredients-Approved as of [insert date 12 ,JI&C& after date of . 

publidation in the Fedey+!pegister]; [insert date 24 ,KWLI& gfter date of 

publication in the Federal Register], for prods 
c 

Beeswax 

Bismuth subnitrate 

Boric acid 

Cetyl alcohol 

Glyceryl stearate 

Isopropyl palmitate 



Live yeast cell derivative, .- - . . ., ., ,” . . : ,.) ., ., 

vu 

Shark liver oil 

Stearyl alcohol 

* * 3; * * 

(vi) Poison ivy, poison oak, and poison sumac drug products. 

(A) Inmedients-Amroved as of Mav’7;.-1991. ’ 
” 11 .,. *’ *1 ,d. . j. , , ” ./, I ,. ” .I .~ 1 

Alcohol 

Anion and cation exchange resins buffered 

Ronvdhnnillm rhlnrirle 

._’ , 

Benzocaine 

Benzyl alcohol 

Bismuth subnitrate 

Bithionol 

Boric acid 

Camphor 

Cetalkonium chloride 
_.__,_, _ _ I  .  . . ,  .  , .  

Chloral hydrate 

Chlorpheniramine.maleate 

Creosote 

Diperodon hydroch1orid.e 

Diphenhydramine hydrochloride 

Eucalyptus oil 

Ferric chloride 

Glycerin 

Hectorite 
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Hydrogen peroxide 

Impatiens biflora tincture ,, ,I 

Iron oxide 

Isopropyl alcohol 

Lanolin 

Lead acetate 

Lidocaine 

Menthol 

Merbromin 

Mercuric chloride 

Panthenol ._ 

Parethoxycaine hydrochloride 

Phenol 

Phenyltoloxamine dihydrogen citrate 

Povidone-vinylacetate copolymers 

Salicylic acid 

Simethicone 

Tannic acid 

Topical starch 

Trolamine 

Turpentine oil 

Zirconium oxide 

Zyloxin 

(B) Ingredients-Approved as of [insert date 12 meonths after date of 

publication in the Federal.Register]; [insert date 24 months after date of 
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publication in the FederalRegister], fdrpkoducts with’a,.gnual sql&le~s &&,I., 

$25,000. 

Beeswax 

Bismuth subnitrate 

Boric acid 

Cetyl alcohol 

Glyceryl stearate 

Isopropyl palmitate 

Live yeast cell derivative 

Shark liver oil 

Stearyl alcohol 

* * * * * 

(4 
* * * 

(I) May 7,1991, for products subject to paragraphs (a)(l) through (a)(2)(i), 

(a)(3)(i), (a)@), (d@)(i)(A), (a)@)(i$(A), (a)(?) (, ,,, except as covered by paragraph .,_ 1 

(d)(3) of this section), (a)(8)(i), (a)(lO)(i) through (a)(lO)(iii), (a)(lz)(i) through 

(4(12)(iv)(A), (aIll through kd(l5)lih (a)(16) through (a)(l)(i)(A), (a)(l@(ii) 

(except as covered by paragraph (d)(22) of this section), (a)(l8)(iii), (a)(l8)(iv), 

(a)(l8)(v)(A), and (a)(l8)(vi)(A) of this sect+. ,, _ 

* * * * 3; 

(32) [insert date 12 months after date of publication in the Federal 

Register], for products subject to paragraphs (a)(l8)(i)(B), (a)(l8)(v)(B)? and 

(a)(l8)(vi)(B) of this section. [insert date, 24 mqnfh? aft& date of pubkatioh 

in the Federal Register], for products with auuuak ,sal,es+Jess ttau $25,000. 

. 
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PART 347-SKIN PROTGCT~AqNT’Df?UG PRODUCTS FOR OVER-THE- j..ls*,,“._ s-.., L.. ** I* _I( .>, h ~ ,/i I~.r”..x^.:v,,+~” iii, ._c. e,.* ,&A, s i- 4.: *,* :*rr.~~.,*7.~i.‘. * LI ,_ < . ,. 4 ,, 

COUNTER HUMAN USE 

3. The authority citation for 21 CPR part 347 continues to read as follovvs: 

Authority:ZlU.S.C. 321, 351,35~;‘^353,355',360, 371.~ 

4. Part 347 is amended by revising the heading for subpart A, to read as 

follows: 

Subpart A-General- Provigions 

3: * * * * 

5. Section 347.3 is revised to read as follows!: _ L 

5 347.3 Definitions. 

As used in this part: 

Astringent drug product. A drug product applied to the skin or mucous 

membranes for a local and limited protein coagulant effect. 

Lip protectant drug product. A drug product that temporarily prevents 

dryness and helps reheve chapping of the exposed surfaces of the lips; 

traditionally called “lip balm.” 

Poison ivy, oak, sumac dermatitis. An allergic contact derm.atitis due to 

exposure to plants of the genus Rhus (poison ivy, poison oak, poison sumac), 

which contain urushiol, a potent skin-sensitizer. 

Skin protectant drug product. A drug product that temporarily protects 

injured or exposed skin or mucous membrane surfacesJ!rom har,mful ,or_ , 

annoying stimuli, and may help provide relief to such surfaces. 

6. Section 347.10 is redes,ignated as 5 347.12 and revised, and subpart B, 

consisting of a new 5 347.10, newly redesignated 5 347.12; and new § 347.20, 

is added to read as follows: 



Subpart B-Active Ingredients 

Sec. 

347.10 Skin protectant activeingredients. 

347.12 Astringent active ingredients. 

347.20 Permitted combinations of active ingredients. ,- ,, _,, / I , . . **, _^^*_ .” 

Subpart B-Active Ingredients 

5 347.10 Skin protectant active jngredients 

The active ingredients of the product consist of any of the following, 

within the conC:entration specified for each ingredient: 

(a) Allantoin, 0.5 to 2 percent. 

(b) Aluminum hydroxide gel, 0.15 to 5 percent. 

(c) Calamine, 1 to 25 percent. 

(d) Codoa butter, 50 to 100 percent. 

(e) Cod liver oil, 5 to 13.56 percent, in accordance with 5 347.20(a)(l) or 

(a)(2), provided the product is labeled so that the quantity used “in a ‘24-hour 

period does not exceed 10,000 U.S.P. Unitsvitarmn A+~+~&900 U.S.P. U&s ; _- j _, .__., __ . ..S.“.. X,, ,.. _ 

cholecalciferol. 

(f) Colloidal oatmeal, 0.007 percent minimum; 0.003 percent minimum in 

combination with mineral oil in accordance with § 347.20(a)(4). ” _“j >. > ,,. 1 . . a”,*” i ._a. *.?.),. 

(g) Dimethicone, 1 to 30 percent. 

(h) Glycerin, 20 to 45 percent. 

(i) Hard fat, 50 to 100 percent. 

(j) Kaolin, 4 to 20 percent. 

(k) Lanolin, 12.5 to 50 percent. 

(1) Mineral oil, 50 to 100 percent; 30 to 35 percent in combmation with, 

colloidal oatmeal in accordance ,@th,§ 347.20(a)(4). 

(m) Petrolatum, 30 to 100 percent. 
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(0) Sodium bicarbonate. 

(p) [Reserved] 

(q) Topical starch, 10 to 98 percent. 

(r) White petrolatum, 30 to 100 percent. 

(s) Zinc acetate, 0.1 to 2 percent. 

(t) Zinc carbonate, 0.2 to 2 percent. 

(u) Zinc oxide, 1 to 25 percent. 

$347.12 Astringent active ingredients. 

The active ingredient of the product consists of, any one of the following 

within the specified concentration established for each ingredient: ./ .E” .“, \ _- Y. / ..” % L.X. *> 1,-*~~~~1 A ,.SC$ Wh 

(a) Aluminum acetate, 0.13 to 0.5 percent (depending on the formulation 

and concentration of the mark~eted product, the manufacturer must provide 

adequate directions so that the resulting solution to be used by the consumer 

contains 0.13 to 0.5 percent aluminum acetate). 

(b) Aluminum sulfate, 46 to 63 percent (the concentration is based on the 

anhydrous equivalent). 

(c) Witch hazel. 

$347.20 Permitted c.w!!?inations ,~~a~f~.~~.i~?lgredients. 

(a) Combinations of skin protectant active ingredients. (1) Any two or more li 

of the ingredients identified in § 347,10(a), (d);(e), (i), (k), (l),,,(m), and (r) may 

be combined provided the combination is ]abe]ed9+according to-§ 347.50(b)(l) 

and provided each ingredient in the combination. is within the concentratibn -~.. ..*, - ..,1 I_. .,a .,” ;x;..a.i’l,* *_, ,._. .._. ,.,_ I, ,. 

specified in § 347.10. 

(2) Any two or more of theingredients identified in § 347.10(a), (d), (e), 

tgL O-4 (i), (U (Up ( m h and (r) may be combined provided the combination: 

:_ 
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is labeled according to § 347.50(b)(Z) and provided each ingredient in the 

combination is within the concentration specified in § 347.10. 

(3) Any two or more of the ingredients identified in § 347.10(b), (c), (j), 

(SL (t>, and (u) may be combined provided the combinationis”labeJed acc,qr,d@g 

to § 347.50(b)(3) and provided each ingredient in the comb&$&+ is,,vithin ~ 

the concentration specified in $347;10. 

(4) The ingredients identified in $+ 347.10(f) and (1) may be combined 

provided the combinati0.n is..!abele,~,~.~~~ord._ng to § 347,5O(b)( 7) and provided 

each ingredient in the combination is within the; concentratipn specified in 

g347.10. 

(b) Combinations of skin protectant and external analgesic active 

ingredients. Any one (two when required to be in combination) or more of 

the active ingredients identified in § 347.10(a), (d), (e), (i), (k),,(i), (m), and (r) i 

may be combined with any of the following generally recognized as safe and ._ 1 * “, ,, ._ ,. 

effective external analgesic active ingredients: Single amine and “caine’Y-type 

local anesthetics, alcohols and ketones, antihistamines, or any .permitted 

combination of these ingredients, but not with hydrocortisone, provided the 

product is labeled according to § 347.60(b)(l). 

(c) Combinations of skin protectant and first aid antiseptic active 

ingredients. Any one (two when required to be in combinat$m) or more of 

the active ingredients identified in § 347.10(a), (d), (e), (i), (k), (l), (m), and (r) 

may be combined with a,ny generally recognized as. safe and.“effective single 

first aid antiseptic active ingredient, or any permitted combination” of these 

ingredients, provided the, product is labeled according to § 347.60(b)(Z). 

(d) Combinations of skin protectant and sunscreen activeingredients. Any 

one (two when required to be in combi.natio,n) or more of the skin protectant 
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active ingredients identified in 5 347.10(a), (d), (e), (g), (h), (i), (k), (l), (m),.and 

(r) may be combined with any generally recognized as safe and effective single ,_ i 

sunscreen active ingredient, or any permitted combination pf~~~~sR,ingredients, 

provided the product meets the conditions in § 352.20(b) of this chapter and 

is labeled according to §§347.6O(b)(3) and 352.60(b) of this chapter. , , 

7. Section 347.20(d) is stayed until further notice. 

8. Section 347.50 is redesignated as § 347.52 and revised, and subpart C, 

consisting of a new § 347.50, newly redesignated § 347‘.52, and new § 347.60, consisting of a new § 347.50, newly redesignated § 347‘.52, and new § 347.60, 

is added to read as follows: is added to read as follows: 

Subpart C-Labeling Subpart C-Labeling 

sec. 

347.50 Labeling 

347.52 Labeling 

347.60 Labeling 

of skin protectant drug products. of skin protectant drug products. 

of astringent drug products. of astringent drug products. 

of permitted combinations of active ingredients. 

Subpart C-Labeling 

§ 347.50 Labeling of skin protectant drug products. 

A skin protectant drug product may have more than one lab,eled use and _ ,_ 

labeling appropriate to different uses may be combined to eliminate 

duplicative words or phrases as long as the labeling is clear and 

understandable. When the labeling of the product contains more than on,e 

labeled use, the appropriate statement(s) of identity, indications, warnings, and 1 , 

directions must be stated in the 1,abehng. 

(a) Statement of identity. The 1,abeling of the product contains the 

established name of the drug, if any, and identifies the product with one or, 

more of the following: 
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[I) For any product. “Skin protectant” (optional, may add dosage form; 

e.g., “cream,” “gel, ” “lotion,” or “ointment”). 

(2) Forproducts confaininganyingredient in §347.1O(b), (c), [j), (s), (t), 

and (u). “Poison ivy, oak, sumac drying” (optional, may add dosage form, e.g., 

“cream,” “gel, ” “lotion,” or “ointment”). 

(3) For products containing any ingredient in S; 347. I O(b), (c), (f), (j), (o), 

(s), (t), and (u). “Poison ivy, oak, sumac protectant.” 

(b) Indications. The labeling of the product states, under the heading 

“Uses,” one or more of the phrases listed in this paragraph (b), as appropriate. 

Other truthful and nonmisleading statements, describing only the uses that’ 

have been established and.listed,in t&paragraph (b), may also be used, as 

provided in § 330.1(c)(2) of this chapter, subject to the provisions of section 

502 of the Federal Food, Drug, and Cosmetic Act (the act) relating to 

misbranding and the prohibition’in section 301(d) of the act against the 

introduction or deliv,ery for introduction into is~erata~e”co.~meliii:e of _ ?. 

unapproved new drugs in violation of section 5q5(a) of the act. 

(1) For products containing any ingredient in J$ 347.1 O(q), (d), (e), (i), (&), 

(I), (m), and [r). The labeling states “temporarily protects minor: bullet]1 cuts 

bullet] scrapes [bullet] burns”. 
,. ” . _ 

(2) For products con tchning any Lgredien t in 5 34>11 @a), (d), (e)J (g), (A), 

NJ LV, Ul, ( m 1, and (r)--(i). The labeling states “temporarily protects” (which ^ / 

may be followed by: “and helps relieve”) “chapped or cracked skin” (which 

may be followed by: “and lips”). This statement may be followed by the - , ,. (, 

optional statement: “helps protect from the drying effects of wind and cold 

weather”. [If both statements areused, each is preceded by a bullet.] 

l See 5 201.66(b)(4) of this chapter for definition of bultet symbol. 
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(ii) For products formulated as a lip protedtant.. The labeling states 

“temporarily protects” (which may be followed by: “and helps relieve”) 

“chapped or cracked lips”. This statement may be followed by the optional 

statement: “helps protect lips from the drying effects of wind and cold 

weather”. [If both statements are,used, each is preceded by a bullet.] 

(3) For products con taming any ingredient in § 347. I O(b), (c), (j), (s), (t), 

and (u). The labeling states “dries the oozing and weeping of poison: [bullet] 

ivy bullet] oak [bullet] sumac”. 

(4) For products containing colloidal oatmeal identified in S; 347.1 O(fl. The 

labeling states “temporarily protects and helps relieve minor skin irritation, and I “., > ,_( 

itching due to: [select one or, more.,,of t-he foll,o+rg: ‘[bullet} rashes’ ‘[bullet] 

eczema’ ‘[bulletJ poison ivy, oak, or sumac’ ‘[bullet] insect bites’].” 

(5) For products containing sodium bicarbonate identified in $347.10(o). 

The labeling states “temporarily protects and helps relieve minor skin irritatipn 

and itching due to: [bullet] poison ivy, oak, or sumac [bullet] insect bites”. 

(6) For products containing topical starch identified in 5 347.10(q). The 

labeling states “temporarily protects and helps relieve minor .ski.n irritationi”: 

(7) For products containing the combination of ingredients in 

9 34?‘.2o(a)f4). The labeling states “temporarily protects and helps relieve 

minor skin irritation and itching due to: [select one or more of the following: 

‘rashes’ or ‘eczema’].” [If both conditions are used, each is preceded by a 

bullet. ] 

(c) Warnings. The labeling of the product contains the following warnings 

under the heading “Warnings”: 

(1) “For external use only” in accord with !$201.66(c)(5)(i) of this chapter. 

For products containing only mineral oil in § 347.10(l) or sodium bicarbonate 



in § 347.10(o), this warning may be omitted if labeling for oral use of the 

product is also provided. 

(2) “When using this product [bullet] do not get into eyes”. 

(3) “Stop use and ask a doctoriif [bullet] condition worsens [bullet] 

symptoms last more than 7 days or clear up and occur again within a few 

days”. 

(4) For products labeled according to § 347.50(b)(l) or (b)(Z): “Do not use 

on [bullet] deep or puncture wounds bullet] animal bites [bullet] serious 

burns”. 

(5) For products containing colloidal oatmeal ident$ed -in, 5 347,10(f) 

when labeled for use as a soak,in a~ tub. ‘When us@g this product [bullet] 

to avoid slipping, use mat in tub or shower”. 

(6) For powder products containing kaolin identified in § 347.10(j) or )_ ,. 

topical starch identified in § 347.10(q)-(i) “Do not use on [bullet] broken 

skin”. 

(ii) “When using this product [bullet] keep away from face and mouth to 

avoid breathing it”. 

(7) For products containing ,dolloidal oatmeal identifieclin § 347.1 O(f) or 

sodium bicarbonate identified in § 347.10(o) when, labeled for use as a soak, _ _.., ,I .” * .- 

compress, or wet dressing. “When using this product [bullet] in some skin ! ’ 

conditions, soaking too long may overdry”. 

(d) Directions. The labeling of the product contains the following 

statements, as appropriate, under the heading “Directions”: 

(1) For products labeled according to $347.50(b)(I), (b)(Z), (b)(3), [b)(5), 

or (b)(6). The labeling states “apply as needed”. 

(2) For products confqining colloidal oatmeal identified in S; 347.2 O(f)-- 

li) For wroducfs requiring dispersal in wafer. The” labeling states “[bullet] turn . , 1 1 v L ,.I __,.,^ , “..,. : _.a* . . ., ,_ - 
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warm water faucet on to ful] force [bullet] ,sJ,o~~ly sprinkle” (manufacturer to , 

insert quantity to be used) “of colloidal oatmeal,dire$ly under the faucet i.nt.c.. 

the tub or container [bullet] stir any colloidal oatmeal settl-ed on the bottom”. .,- ,” -“. r. _ “;..-._.. ...c,“....*.$ ,,,. , . .,, 

(A) For products used as a so& in a bath, The, manufasturer must, provide 

adequate directions to obtain a so&&n, contajrjng a minimum of 0.007 

percent colloidal oatmeal. or &OCl? percent colloidal oatmeal in the,o~]ate,d form 

for a tub bath, sitz bath, or infant b,ath, or a minimum of 0.25 percent colloidal 

oatmeal for-a foot bath “For use as a soak in a bath: [bullet] soak affected * ” . . ih * ‘. _r.s* _“~__\,/. > * ,,,, II .,:,a -,.*” -kw 1 hl: ,l*Ol..-.* ..~ *krnnmb \ + .j ., >- jI - i <m_, , ,_;, 

area for 15 to 30 minutes,,as,ne.eded, or as directed by a doctor [bullet] pat 

dry (do not rub) to keep a thin layer on the skin”. . ” 

(B) For products used.as,q cqypress or wet dressing. The manufacturer 

must provide adequate directions to obtain a so]utjo.n ;cqn-tajn&g a minimum 

of 0.25 percent colloidal, oatmeal, _,, “For uss,as ,a”,qompress or wet dressing: 

[bullet] soak a clean, soft cloth in the mixture [bullet] apply cloth loosely to 

affected. area for 15 to ‘30 m&&s [bullet] repeat as needed or &directed by ,, * ,., *,, _ 

a doctor [bullet] discard mixture after each use”: 

(ii) For topical products intended for direct application. The labeling states 

“apply as needed”. 

. 

(3) For producfs containing sodium bicarbonate identified in § 347.10(o). 

The labeling states “bullet] adults and childr.en”2 ‘years of age and over:” 

(i) The labeling states “For. u,se as a paste: bullet] add enough water to 

the sodium bicarbonate to form a~ paste [bullet] apply to the affected area of 
_ _ -. c . 

the skin as needed, or as directed by a doctor”. I I’ 

(ii) The labeling states “For use as a soak inaa,bath: [bullet] dissolve 1 ..j ,. ., ,. ._ i 

to 2 cupfuls in a tub of wa,rm.~.xater [bullet] soak : for 10 to 30 minutes as ,_ 



needed, or as directed by a doctor [bullet] pat dry (do not rub) to keep a thin 

layer on the skin”. 

(iii) The labeling states “For use as a compress or wet dressing: [bullet]‘ 

add sodium bicarbonate to water to, make a mixture in a container [bullet]. soak ~/“. i .i ,j. ,,‘$ ‘;“:-,<: ‘$“, ‘Sd “w-“2 :’ *:i.;iz”‘,“. “I 

a clean, soft cloth in the mixture [bullet] apply cloth loosely to affected area * . . “, 

for 15 to 30 minutes, [bullet] repeat as needed or a.s .dir.e?ed-by a doctor [bullet] 

discard mixture after each use”. _* _ , I _^_, 

(iv) Any of the directions in paragraphs (d)(3)(i), (d)(3)(ii), or (d)(3)(iii) of 

this section shall be follo,wed by the statement: “[bullet] children under 2 

years: ask a doctor”. 

(4) For products containing aluminum hydroxide gel identified in 

9 347.1 O(b). The labeling states “[bullet] children under 6 months: ask a 

doctor”. 

(5) For products containing glycerin identified in S; 347.10(h). The labeling 

states “[bullet] children under 6 months: ask a &15&r),‘., _ ., ,, 
” 

(6) For products con,taiqieg zinc acetate iden.tified in 5 347.1 O(s). The 

labeling states “[bullet] children under 2 years: ask a doctor”. 

(e) Products formulated and lpbeled ~3 Q lip protectant and that meet the 

criteria established in 5 201.66(d)(lO) of this chapter. The title, headings, 

subheadings, and information .described ,in-,§ 201.66(c) of this chapter shall be 

printed in accordance with, t,he,foJj,owvng specifications: 

(1) The labeling shall meet the requirements of $261.66(c) of this chapter 

except that the title, headings, and information described ,in’$201.66(~)(1), ,a. ,. 

(c)(3),. (c)(6)9 and (c)(7) may be omitted, and the headings, subheadings, and 

infom-don described in § 201.66(~)(2), &I(4)? an<,. @(5j. ““y,bz, presented as __ 

follows: 
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(i) The active ingredients (5 iOi~66(c)(2) of this chapter) shall be listed in 

alphabetical order. “. 

(ii) The heading and the indication required by § 201.66(c)(, 4) may be . _ 

limited to: “Use [in bold type] helps protect” (which may be followed by “and 

relieve”) “chapped lips”. 

(iii) The “external use,only” warning in $Z 347.50(c)(l) and in 

$j 201.66(c)(5)(i) of th is chapter may be omitted. The,warnings in § 347.50(~)~(2) 

and (c)(4) are not required and thewarning in § 347.50(c)(3) may be revised 

to read “Stop use and ask a doctor if G*mdition lasts more than 7 days.” ,,uli .,“,LX j_ 4 wa _; ,-.~~‘ca,..i.:.~~.~ . . I -a ;a:. ri* “~~~~~~~~~~~~~~~~~.~?~ ., eA,::&c: 

(iv) The subheadipgs in § 201.66(c)(5)(iii) through (c)(5)(vi) of this chapter 

may be omitted, provided the i.nfors&pn_ $L~~~&~~~&g&% “Warning” 

contains the warning in § 34?‘.5O(e)(l)(iii). 

(VI The warnings ifi !j 201.66(~)(5)(: L() of this chapter maybe omitted. 
. I _ 

(2) The labeling shall be printed i,n accordance v&h, the requirements of 

3 201,66(d) of this chapter except’that any requirements’related to 

5 2olJmml~ (d(3L (cm and (c)(7), and the hqriggn&$ barlines and hairlines I\ I_ *.,.,* “ti” ,“.” ^ ‘:,-‘,,/,” 11.. I~ .“‘;,” ,,l,.. :‘. ‘;.‘ . f _, _( iJ; il, ,_i ,‘,i,,~ _” .,,_ ((_ ,_ i _,j_^ 

described in § 201.66(d)(8), may be omitted. 

(f) Products containing onlj, cocoa,butter, petrolhtum, or white pefrolatum 

identified in 5 347.1 O(d), (m), and (r), singly or in combinq[ioq t#fi peach other, . . *. 

and marketed other thqn as q Jip protectant. (1) The labeling shall meet the 

requirements of § 201.66(c) of this chapter except that the headings and 
a 

information describ,ed, in § 201.66(c)(3) and (c)(7) may be omitted, and the 

headings, subheadings, and information de.s&bed in § 201.6fj(( xLLI..._*,.,“,(* :,(2,, h(4), and 

(c)(5) may be presented as IoWw.5 ___ I _ _ : _. ._ 

(i) The active ingredients (§ 201.66(c)(Z) of this chapter) shall be listed ,in, ,_j_ ~, ; 

alphabetical order. . 



74. 

(ii) The hea.ding and the indiLation.,re,quired by $ZOi.66(~)(4) of this 

chapter may be limited to “Use [in bold type] helps protect minor cuts and j 

burns” or “Us.e [in bold type] helps protect chapped- skin” or ‘&Use [in bold 1 ‘, 

type] helps protect minor cuts andburns and chapped skin”. _ _ .,., x -, \.. .>,, . AI /( 

(iii) The warning in § 347,50(c)(3) may be revised to read ‘“‘See a .,&t,or, ._ 

if condition lasts more than 7 days.” ~ 7 ,. ‘_ ._ _ m._, S.” 

(iv) The subheadings in § 201.66(c)(5)(iv) through (c)(5)(vii) of this chapter 

may be omitted, provided the informationafter the heading *I*_‘ -,./” ,/a _ _W_ *.-, **<r .u “Warnings” 

contains the warnings in § 347,50(c)(2), (c)(i), and (fl(l)($~ 1 , 

(2) The labeling shall be printed in accordance with- the requirements of 

§ 201.66(d) of this chapter except that any requirements related to / ., 

§ 201.66(c)(3) and (c)(7) may be omitted. 

6347.52 Labelina of astringent drug products. 
Y- 

- _ 

I . . I , _. ,.~ 

(a) Statement of identify. The labeling of the product contains: the“ 
a, 

___ _ .̂ . * . 

established name of ,the -drug, if any, and identities the product as an 

“astringent.” 

(b) Indications. T.QeA .llb,ejjng of the product states, under tne neaaing I 

“Uses” any of the phrases listed in this paragraph (b), as appropriate. Other 

truthful and nonmisleadi.ng statements describing only the indications for use 

that have been estabhshed and listed in this paragraph (6) may also be used, I />, AZ*,. % L.iS * IIx.-w.- , “l,liq* i.,ir,~,<r ri*>,d 

as provided in § 330.1(c)(Z) of this chapter, subject to the provisions of -‘.,r I.’ 
section. .,” 

502 of the Federal Food, Drug, and Cosmetic Act (the act) relating to 

misbranding and the prohibition.of section .301(d) of the act against the 

introduction or delivery for introduction into ,interstate commerce of ii .I^ a+. .A”, ,a_, .r _I(_^. % ,,~ ,_ .“, ,+U._, \ _, ,, ^_ ( “. I. 

unapproved new drugs in violati,on of section 5&(a) of the act. 

(1) For products cor@ini~g aluminum acetate. k&&‘&ied in 5 347.12(a). 

“For temporary relief of minor skin irritations due to: [select one or more of . ,“” /. 



the following: ‘poison ivy,’ ‘poison oak,’ ‘poison sumac,’ ‘insect bites,’ ‘athlete’s ^ ,. 

foot,’ or ‘rashes caused by soaps, detergents, cosmetics, or jewelry’].” 

(2) For products containing aluminum sulfate identified in § 347.12(b) for 

use as a styptic pencil. “Stops bleeding caused by minor surface cuts and . / ;, s ,- / ,. ,../ L ,s _.. .c_ /,.” . , ,) ._, 

abrasions as may occur during shaving.” 

(3) For products containing witch hazel identified in § 347.22fc). “Relieves 

minor skin irritations due,@: [select one or more’of the following: ‘insect bites,’ 

‘minor cuts,’ or ‘minor scrapes’].” [If more than one condition ,&-used, each 

is preceded by a bullet.] 

(c) Warnings. The labeling of the product contains the following warnings 

under the heading “Warnings”: 

(1) “For external use only. Avoid contact with the, eyes.” 

(2) For products containing aluminum acetafe i&n tified in § 347.1 Z(a) or 

witch hazel identified in 5 347.12(c). “If condition worsens or-symptoms persist 

for more than 7 days, discontinue use of the product and consult a” [select 

one of the following: ‘physician’ or ‘doctor’].” 

(3) For products contain.ing aluminum acetc#e identified in § 347.12(a) 

used as a compress or wet dressing. “Do not cover compress or-wet dressing 

with plastic to prevent evaporation” 

(d) Directions. The labeling of the product contains the, fo’llo,wing 

information under the heading “Directions”: 

(1) For products containing aluminum acetate identified in § 347.12(a)- 

(i) For products used as a SO&. “For use as ,a s,oak;l&oak affected area in the 4; ,i~.i.;~,~.~....i~~,-lli. .x.,, ,. i J~il?‘~~‘*.CiLr? ai& . 2. ._ ,/ ~ P ,,\ 

solution for 15 to 30minutes. Discard solution after each use. Repeat 3,times ,^ -, ,L_. i .__ .e _. _.._* . . ..i-i**-~~lw~.” ,... ,WL. A* ._/,I,“. *“.,,r~~.,,“l”“~“‘,b <.- ,,*,&.,* . ..- ,,.^ “. : . I. 

a day.” 

(ii) For products used as a compress or wet dres,$igg. “For use as a 

compress or wet dressing: saturate a clean, soft white cloth, (such as a diaper 
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or torn sheet) in the solution, gently squeeze, and apply loosely to the affected 

area. Saturate the cloth in the solution every 15 to 30 minutes a&apply to .i. vi”,- ,i*,. TI. .“*> ,,_i, “1111 

the affected area. Dis,ccar,d solution after each use. Repeat as often as necessary.” . . .,)_,,$. / ,^, . w-l; .‘Ly :“‘:1’ “,~“:~~~~~~~~~~~~;,~, ~~~b~i2** ~ (, __ _I ̂_ ( /_ 

(2) For products containing aluminum sulfate identified in 5 347.12(b) for 

use as a styptic pencil. “Moisten tip of pencil with water and apply to the 

affected area. Dry pencil after use.” 

(3) For products containing witch hazel ide&Tied in § 347.12(c). “Apply 

to the affected area as often as necessary.” ^ ii,i‘,.% _““_“x” . ,, ““4~ lj,s”” I VP :I,>.d.j 

s347.60 Labeling of permitted combinatlqns_qf~~~tr~~,,ingredients. 

The statement of identity, indications, warnings, and directions for use, 

respectively, applicable to each ingredient in the. product may be combined 

to eliminate duplicative words or phrases so that the resulting information .is 

clear and understandable.. _*_ 

(a) Statement of identity. For a combination,drug product that has an 

established name, the labeling of the product states the establishedn~~“.o$ _^j 

the combination drug product, followed by the statement of,i~d,entity for each 

ingredient in the combination, as established in the,,statement of identity w* I.x~~.-,.~Iu-, I**.l..ll.,l a* I.. ,“XS VI . . 6 

sections of the applicable OTC drug monographs. For a combkratkrdrug 

product that does not have an established name, the labeling of the product -1 1 I _i ~ ..- ~ 1 

states the statement of identity for each ingredient in the.combi,natjon, as 

established in the statement, of identity sections ,of the applicable OTC drug 

monographs. 

(b) Indications. The labeling of the product states, under the heading 

“Uses,” the indication(s) for each ingredient in the combination as established .” ,.,., I.1_.,.j ..,__ ).-L, ir.,*,“.y ,_,^** .,,a .,i-,“,u-,, ;_./ __- I ,__ I , ,, 

in the indications sections of the applicable OTC drug monographs, unless _ 

otherwise stated in this, garagraph (b). Other truthful, acyj.nppg$&&pg 

statement,s, describing only the indications for use that,have been,estab@&,ed,, ,, : * , 



,., . 
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1 . j7 _. . . . _(”  ̂ 1 . : j 

in the applicable OTC drug monographs or listed in this paragraph (b) may’ ,” ̂  

also be used, as provided in § 330.1(c)(2) of this chapter, subject to the ,. ),.. .“. 

provisions of,sect,@n 502 of the Federal Food, Drug, and Cosmetic Act (the I ~ ~ .S”_ ..> ,_.L ‘, _,,7/ “..i~+“-*,*.,* ni..,-iirx,..l,iiii.~“iu~~a,‘~~ ,._, ~ “,., ,, / _;.. 

act) relating to misbranding and the prohibition in section SQl(d) of the act : 

against the introduction or delivery for introduction into interstate commerce, 

of unapproved new drugs in violation of section~5QS(a) of the act. In addition 

to the required information identified in this paragraph (b), the labeling of the 

product may contain any of the “other allowable. statements’:,that are identified*- ,_, ,_ ,I ._,, ‘r,ri..*.,r ,,,._/ ~* 

in the applicable monographs, provided such statements are neither~placed in 

direct conjunction with information required to appear in the labeling nor 

occupy labeling space with greater prominence or conspicuousness than the 

required information. _ _, 

(1) Combinations of skin protectant and external pnqlgesic active 

ingredients in 5 347.20(b). In addition,to,any or all of the indications for-skin. I , 

protectant drug products in § 347.50(b)(l), any or all of the allowable 

indications for external analgesic drug products may be used if the product 

is labeled for concurrent symptoms. 

(2) Combinations of skin protectant andfirst aid antiseptic active 

ingredients in 5 347.20(c). In addition to any or all of the indications for skin, 

protectant drug products in § 347,50(b)(l), the required indications for first: aid. _. _. 

antiseptic drug products should be used. _ 
i , . /. w ,. ” 

(3) Combinations of skin protectan t and sunscreen active, ingredients i’n ..,“, _,_,. j/ II*-“i,rr- *““.*.., :e _ , ,&.I :_ ~,.~sk*i. 

5 347.20(d). In addition to any or’all of the indications for~sk&protectant drug 

products in 5 347.!%(b)(?)(i), the, required indications for sunscre,en.drug 

products should be used d,any or all of the add~t5c2~,al~indi~.~tions,~~S, ,, , .I 

sunscreen drug products may be used. 
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(c) Warnings. The labeling of the product states, under the heading 

“Warnings,” the warning(s) for each ingredient in the co.mbination, as “. 

established in the warnings section of the, applicable OTC drug monographs 

unless otherwise stated in this paragraph (c). i .“_)r,a_j _,., __ 

fl) For combinations confaiqjng a skin protectant aad a su,Qqcreen 

identified in §§ 347.20(d) and 35Z.ZO(b). The warnings for sunscreen. drug 

products in § 352.60(c) of this chapter are used. 

(2) [Reserved] 

(d) Directions. The labeling of the product states, under the heading )-,,,“II ._. 

“Directions, ” directions that, conform to the directi”ons established for each.;: ,,, _,_ ~ * ,_ , _ ,, .I., ~,,>.^.<l.‘l.,““l / ._ .*t ,.,% e.;* -.* AS x.:-i .” .,a_ -I*, 1 ., 3. ,,~dq.. ?‘r”..i, ,, . . . . IV.2 8. *Ip>,.:yx-;, _.,*> A‘. *; <>L&,: / 

ingredient in the directions sections of the applicable OTd drug monographs, -a. “._., * ,_,, ,> ,..b._F^A_ ) -2% ,_“, __%” 

unless otherwise stated in,.thrs paragraph (d). When the time intervals or age 

limitations for administration of the individual ingredients differ, the ,, “_ 1 ,,. .S< *is. .‘*>*~i,*“.“::L~ ,,,*F.,,..>,< 1 p,,, .* * +q a,- 

directions for the combination product may not contain any dosage that _. ,._ I.~,_,*~,.,*.>_b_ **,* 

exceeds those established for any individual ingredient in the applicable OTC . 

drug monograph(s), and may not provide for use by any age group lower than _.,_ * ‘., .I j 

the highest minimum age limit established’for any individual ingredient. 

(1) For combinaticm3 w-&&ing a skin protectant and a sunscreen 

identified in $5 347.20(d) and 352.20(b). The directions for sunscreen, drug _” 

products in § 352.60(d) of this chapter are used. 

(2) [Reserved] 

PART 352-SUNSCREEN J)RlJ$ PRODUCTS FOR OVER-THE-COUNTER ,, t, IS . . ,* f 7 :L” J’“, Q ““~‘:~:~+<“‘-;.+.f ” ‘,.*‘Li. >w 4:‘” ;-.* .$“ ; -< _ ., 

HUMAN USE I, -. , 

9. The authority citation for 21 CFR part 352 cont$rues to read as fojjows: 

Authority:21 U.S.C. 321,351, 352,353, 355,36m0,3711 

3 - 
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10. The stay of 21 CFR part 352 published at, 66 PR 67;28,5, December 31, 

2001, is lifted. /, ~3:. 

11. Section 352.20 is amended by adding paragraph (b) to read as follows: ,+*. “^” ,i../ *il. ~, 

5 352.20 Ptymitted combinations of active ingredien??.~ . *i ,. I,. _-e**II .a i“,~*;f”“, ii ,^“..x. . . .I+ . ‘.. #. *‘*a *““ixic** 4*&2&vi~~ 1 ~ _ I _ I . 

* 3: * * * 

(b) Cqmbination~ of sunscreen and skin protectant active ingredients. Any 

single sunscreen active ingredient or any permitted combination o,f sun,scr”remA. _, , _ _, 

active ingredients when used in the concentrations established for each .- s/i wx _. ,” ._*_I i,/_ ,., .“7..)_ ‘A,“,,. ,,,, /Ij * 91 nk ;.;,.;,r*;~.~‘~.,~~‘~~‘.~~‘r~ $4, :*e s:LP’ I P? / -< <~< a,” _. / I’? .j . -,, * ,_.,,, .?” ,i _ , _ 

ingredient in § 352.10 may be combined with one or more skin protectant ,. ,m .‘~*, ^ ,“” :+wu*“‘, 

active ingredients identified in § 347.10(a), (d), (e), (g), (h), (i), (k), (l), (m), and . 

(r) of this chapter. The concentration. ofeach sunscreen~~~~~~~~~iingredient must . I_)... 1 ./ Lq.““- i ,:;“, j__ 

be sufficient to contribute a minimum SPF of not less that 2 to the finished ,~,,!-- ,_j__ ^; ,.__ __, ~~; .I ?7_ ‘1 i/ .p *\*‘~4rh~r.“~ R;‘,c <,. ,1p‘ ^> “4;- ..:,~ew++~~~<iQg~~ xa* ,*;:~~~.-il,;.;,~,:,~~~.~ ,,&*, ;\s$ S‘> ( ,: “> 3j& :.& j ‘I *‘. ‘&-j : ij j ~~.: _ 

product. The finished product must have .a minimum .SPP:of~lnot!ess than‘the :i >, 3.;; .~ilii.> ‘3+ <.“-,,;a” _,. j . 

number of sunscreen, act+ ingredients used in the co,mbinatjo,n mu!tiplied ,. 

by 2, and the product muqt be labe!ed,.a~~~~~~~ng to § 35WO. 

12. Section 352.52 is amende,d by revising the heading in paragraphs (c)(2) , ,i _,“( ._G,, (, j/ 

and (d)(4) and by revising paragraphs (f')(l)( ) ii and (f)($)(vi) to read as.foJlows: 

5 352.52 Label,ing of sunscreen, drug products. 

* * * * * 

(cl 
* * * 

(2) For products, cog,tai,hjqg any ingredient identified in § 352.10 marketed. 
. 

as a lip protectan t or lipstick. * * * 

(d) * * * 

(4) For products mqrkete,d “as~,g,.lip protectant or lipstick. * * * 

* * * * * 

Ul * * j: 

(1) * * * 
, 
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(ii) The heading and the indication required by § 26f.66(~)(4) of this 

chapter may be limited to: “Use [in bold type] helps protect against sunburn.” 

For a lip protectant product, the heading and the indication required by 

5 201.66(c)(4) may be limited to: “Use [in bold type] helps protect against 
I. .* ^^ 

sunburn and chapped lips.” 

* * * * * 

(vi) For a lip protectant product or lipstick, the warnings “Keep out of 

eyes” in § 352.52(f)(l)(iv) and “Keep out of reach of chi]dre,nl’m _, * 

$j 352.52(f)(l)(v) and the directions inns 352.52(d) may be omitted. 

* * * * * 

13. Section 352.65) is am,e&$by revising paragraphs cb)(% k), and (d) 

to read as follows: . 

g352.60 L&el,ing of permitted cornb~ir?,atins_o!~~~~Si~~ ingredients. 

* * * * * 

(b) * * * 
., .._ i , 

_ _ 
(2) For permitted combinat&rs,, containjng a sunscreen and a.skin, . 

protectant identified in § 352.20(b), any or all of the apl Aicable indications for / .I/“. 

sunscreens in § 352.52(b) and the indication fo~.skS.~,,protedtants in 

§ 347,50(b)(2)(i) of this chapter should be used. For products marketed as aI. 

lip protectant, the indication in $352.52(f)(l)(i . * - - w * i) should be used. .I 1 

(c) Warnings. The labeling of the product states, under the heading 
. ., 

“Warnings,” the warning(s) for each ingredient in the combination, as Lb. ,” ,_‘.W _,.<,: * _ 

established in the warnings section of the applicable OTC. drug monographs, 

* . . \ 
except that the warning for skin protectants in § 347.50(~)(3~ ot tl n -his chapter 

- 1 . 
is not required for permitted combinations co@&@ng a sunscreen and a s!Qn 

protectant identified in.,§ 352.20(b). For products marketed as a]ip protectant 
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or lipstick, § 352.52(f)(l)(iii), (fl(l)(fv), (except “Keep out of eyes,” which may 

be omitted), and (f)(l)(vi) apply. 

(d) Directions. The Jabeling of the product states, under the heading 

“directions, ” directions that cpnform to the directions established for each mw-*r*,i,-r “lSi-%., rl **;a rm ‘>A;-~.5 .&9&r.- -i-- i”l.l II ,\,,. ’ -_ AW% *~*‘“%~*~.w.*, --;;.,,,.~~~,.::~ir~~~.-’ 4‘. _, < r;, :, _^ _*, ,: (_ _ _ ; 

ingredient in the directions, s<ections of the applicable j . .I* “Il>.>*vI ._ ,.i, ;_ ,*ic- OTC, drug monographs, 

unless otherwise stated,inV.this~ paragraph. When the time intervals or age 

limitations for administration of the individual ingredients differ, the . /“- / _.a_.:. LA _., .P .%,l x .*v . i/l 4 is-ii il :A”$$ .i.x.,,:r: I / 1 I 

directions for the combination. product may not contain any dosage that 

exceeds those estab&shed for any individual ingredient in the applicable OTC -, .._I .s;il._-“l . 

drug monograph(s), and may not provide for use by any age group lower than 

the highest minimum age limit established for,_any individual -ingredient. For 

permitted combinations conta&ing a sunscreen and askin protectant identified 

in § 352.20(b), the directions for. sungq,re*ens jn !j 352.52(d) should be used.Jor ,, 

products marketed as a Jip protectant or lipstick, § 35252(d)(4)“applies. 

\ 

\ 

\ 

\ 

\ 

\ 
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cd9580 ' 
. 

14. Part 352 is stayed until further n&ge. ‘ . . 

Dated: ..&;, 
1 1-2 

May 16, 200-3. 

7!i$$f4r~, . _. m 

Assistant Commissioner for !?z.liCY. j. ,_ I ./ (1 

[FR Dot. 03-????? Filed ??-??-03; 8:45 am] 
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